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Title 21-Food and Drugs 
CHAPTER I-FOOD AND DRUG ADMINIS-

TRATION, DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

SUBCHAPTER D-DRUGS FOR HUMAN USE 

PART 331-ANTACID PRODUCTS FOR 
OVER-THE-COUNTER (OTC) HUMAN U5E 

PART 332-ANTIFLATULENT PRODUCTS 


FOR OVER-THE-COUNTER (OTC) HU-
MAN USE 

Final Order for Antacid and Antiflatulent 
Products Generally Recognized as Safe 
and Effective and Not Misbranded . 
Pursuant to procedures promulgated 

In the FEDERAL of May 11, 1972 REGISTER 
(37Fa 9464),a review of the safety and 
effectiveness of over-the-counter (OTC) 
antacid drugs has been undertaken by 
the Food and Drug Administration. 

Notice inviting submission of data and 
information, published and unpublished, 
and other information pertinent to the 
safety and effectiveness of OTC antacid 

.Commissioner stated that he would al-
low 10 days for parties to submit any 
additional written comments to the 
Hearing Clerk on any of the hearing is- 
sues except that 30 days would be al-
lowed for comments on the proposed 
effective date of the final order. 

The Commissioner stated at the pub- 
lic hearing that the in vitro test in the 
tentative flnal order required revision. 

amble to the November tentative final 
order. The Commissioner has concluded 
that, when viewed in light of the report 
and data on Ale with the Hearing Clerk. 
the minutes amply serve their intended 
gurpose and the transcript of the closed 
portion of the Panel meetings should not 
be made public. 

Some of the comments reflected an 
erroneous impression about the role of a 

The'test was republished in the FEDERALpanel in the OTC drug review. Pursuant 
REGISTERof January 22, 1974 (39 FR to section 9(b) of the Federal Advlsory 
2488) as a new tentative Anal order, with Committee Act, the OTC drug review 
further opportunity for objections and/ Panels are utilized solely for advisory 
or requests for a public hearing on this 
aspect of the matter. Nine objections 
were received on the revised in vitro 
test. One request for a hearing on the 
revised test was made, but was subse- 
quently withdrawn. 

,The Commissioner has reviewed all 
written and oral comments including the 
objections filed, the hearing record, and 
all other commenks, pertaining to the 
tentative final order. Where pertinent, 

functions. Determinations of action to be 
taken and.policy to be expressed with re- 
spect to matters upon which an advisory 
committee reports or makes recommen- 
dations to the Food and Mug Adminis- 
tration must be made solely by the Com- 
missioner. Once the panel has issued its 
report, its advisory functions are com- 
pleted. Thus, the purpose of the sum- 
mary minutes is to maintain a full and 
accurate record of the panel's reasoning 
and judgments and to minimize the cir- 
culation of speculative and misleading 
information as to the current status of 
the review. They constitute part of the 
public record in order to assist any inter- 
ested person in formulating meaningful 
comment on the panel report and the 
proposed monograph. They have no in-
dependent substantive status. 

Once the panel has issued its report 
to the Commissioner, it is the legal re- 
sponsibility of the Commissioner to re-
view and evaluate it, and to issue a 
proposed order, tentative final order, and 
Anal order reflecting his own conclusions 
and decisions. This responsibility is inde- 
pendent of the recommendations con-
tained in the panel minutes and report, 
and it L possible that the commissioner 
may adopt conclusions and make deci- 
sions contrary to a panel's recommenda- 
tions. 

The transcripts of all open portions of 
the Antacid Panel meetings are available 
at cost from the recording company. The 
Commissioner has concluded that the 
transcripts of closed portlons of' the 
panel meetings should not be released. 
This conclusion was .recently upheld in 
Smart v. Food and Drug Administration, 
supra, in which the United States Dh- 
trict Court for the Northern District of 
California held that the deliberative 
portions of the Antacid Panel were 
properly closed to the public and that the 
transcripts of those portions are corn- 
dential and are not required .to be re- 
leased under the Freedom of Informa- 
tion Act or the Federal Adviso~y Com- 
mittee Act. 

The legal justification for closing the 
deliberative portion of the Antacid 
Panel's discussions-l.e., the discussion 
during which the Panel determined its 
conclusions and recommendations--and 
retaining the transcripts of those closed 
portions as confidential may be found in 
section 10 of the Federal Advisory Com- 
mittee Act and exemption (5) of the 
Freedom of Information Act. Section 
10(a) (1) of the Federal Advisory Com- 
mittee Act provides that each advisory 

REGISTERof Janurtry 5, 1972 (37 FR 102).
An additional period was allowed for 
submission of such data and information 
in paragraph 18 of the preamble to the 
Anal procedural regulations published in 
the FEDERAL of January 5, 1972 REGISTER 
May 11, 1972 (37 FR 9464).

The conclusions and recommendations 
of the OTC Antacid Drug Panel and a 
proposed monograph for OTC antacid 
drugs was published in the FEDERALREG-
ISTER of APfl 5, 1973 (38 FR 8714). A 
tentative Anal order pertaining to 
monographs for OTC antacid and O W  
antiflatulent products was publish6d in 
the FEDERAL of November 12,REGISTER 
1973 (38 FR 31260). Notice of a public 
Hearing on the November 12, 1973 ten-
tative final order was published in the 
FEDERAL of January 8, -1974 (29 REGISTER 
F!R 1359), and the public hearing was 
held on January 21, 1974. A revision of 
the November 12, 1973 tentative flnal or- 
der contafning a modification of the ant- 
acid in vitro test was wublished in the 

In addition, a notice of proposed rule 
making to establish general conditions 
for OTC drugs listed as generally rec- 
ognlzed as safe and effective and as not 
misbranded was published in the FED- 
ERAL REGISTERof April 5, 1973 (38 Fa 
8714). The final order on this proposd 

products was published in the FEDERALthe Commissioner has also again re-
viewed the scientific information con-
tained in the record of this proceeding. 
The Commissioner has reached the fol- 
lowing conclusions and decisions. 

GENERALCOMMENTS 
1. There were numerous comments 

that the antacid monograph should be 
interpretive, not substantive, 

The Commissioner dealt with this is- 
sue in paragraphs 85 to 91 of the pre- 
amble to the final order establishing the 
procedures for the OTC drug review pub- 
lished in the FEDERAL of May 11,REGISTER 
1972 (37 Fa 9464) and paragraph 3 of 
the preamble to the tentative final order 
for OTC antacid drugs published in the 
FEDERAL of November 12, 1973 REGISTER 
(38FR 31260).No new points were pre- 
sented in the comments, and the Com- 
missioner reaffirms the earlier state-
ments. Every court which has to this 
time considered the issue has found in 
favor of the substantive application of 
the OTC drug monographs. The new 
monographs will be enforceable regula- 
tions requiring uliiform compliance. The 
alternative would serve to negate the 
entire review process. A direct challenge 
to the legal authority of the Food and 
Drug Administration to promulgate sub- 
stantive OTC drug monographs has re- 
cently been dismbsed in Smart v. Food 

of November 12, 1973 (38 FR 31258) and 
became efPective on December 12, 1973. 

In view of the fact that the regulations 
for drugs for human use were recodified 
in RE C FEDERAL REGISTERof March 29, 
1974 (39 FR 11680), the following pream- 
ble will identify, as necessary, both prior 
and current designations for the con- 
venience of the reader. 
, Objections and requests for a hearing 

on the tentative flnal order were sub- 
mitted by a number of persons. On Jan- 
uary 21, 1974, the Commissioner of Food 
and Drugs held a public hearing to re- 
ceive oral and writtenbtatements on the 
tentative Anal order. At the hearing, the 

was published in the FEDERAL and Drug Administration (N.D. Calif., REGISTER 
C-73-0118-RHS, April 24, 1974). and a 
second court has also held that section 
IOlta) of the act authorizes substantive 
rulemaking, National Nutritional Foods 
Association v. Weinberger (S.D. N.Y., 73 
Civ 3448,April 5,1974). 
2. There were comments that a fuller 

description of the panel meetings (sum- 
mary minutes) and/or the transcripts 
of the panel meetings should be made 
available. 
= The Commissioner dealt with this 
matter in paragraph 37 of the preamble 
to the final regulation establishing the 
OTC drug review procedurp, published 
ip the FEDERAL of May 11. 1972 REGISTER 
(37FR 9464)and paragraph 8of the pre- 
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committee meeting. shall be open to the 
public. Section 10(d) then provides that 
subsection (a) (1) shall not apply ta any
advisory committee meeting which the 
head of the agency determines is con- 
cerned wibh matters listed in 5 U.S.C. 
552(b1, and requires that any such de- 
termination shall be in writing and shall 
contain the reasons therefor. 

The authority to close Food and Drug 
Administration advisory committee 
meetings has been delegated to the Com- 
missioner, subject to the concurrence of 
the office of General Counsel 21 CFR 
2.120(a)(18). In exercising his authority 
to close portions of advisory committee 
meetings pursuant to this delegation, the 
Commissioner has acted on the basis of 
the guidelines established by the Office 
of Management and Budget and the De-
partment of Justice as set out in the FED-
ERAL REGISTERof January 23,1973 (38 
2306). The Commissioner's formal writ- 
ten determination to close a portion of 
a meeting is published together with the 

The primary reason for closing such 
deliberative portions of advisory com-
mittee meetings is, of course, because of 
the regulatory nature of the action being 
considered. With respect to OTC ant-
acid drugs, the issues involved the possi- 
bility of specffic regulatoly action against 
an individual producte.g., relabeling
the -drug, requiring new testing by the 
manufacturer, or removing the product 
from the market completely. The Panel 
discussion included a continuous ad-
mixture of deliberations on interim regu- 
latory decisions and thus muah of the 
committee discussion had to be closed 
to protect the integrity of the regulatory 
process.

Once the Antacid Panel made its rec- 
ommendations they were subject to all 
of the public procedures set out in 
5 330.10. The Panel's deliberations were 
the first step in a complex rulemaMng 
proceeding, and there was thereafter still 
an opportunity for presentation of data 
and views to the Food and Drug Ad- 

Thus, whether the transcript of the 
OTC antacid panel is made public is ir-
relevant to the Commissioner's decision 
on the QTC an t~~c id  drug monograph, 
because It does not form a part of the ad- 
ministrative record on which that deci- 
sion has been based. 

The irrelevance of these transcripts 
can perhaps best be described by an anal- 
ogy. The transcripts reflect deliberations 
and debates among a group of individ- 
uals prior to arriving a t  a Anal recomL 
mendation. The group, in this instance, 
is deliberating upqn recommendations 
with respect to regulatory policy that will 
ultimately have the force and effect of 
law. Their deliberations are therefore 
directly analogous to the deliberations of 
a panel of judges of a United States 
Court of Appeals. I t  is obvious that the 
judges who hear a case deliberate among 
themselves with respect to the issues in- 
volved. Moreover, it would not be unusual 
that there will be several drafts of an 
opinion, and that the final decision might 
be quite different from the initial discus- 
sions or even tentative drafts. The flnal 
opinion written by the court, however, is 
the only document appealable to or re- 
viewed by the United States Supreme 
Court. The deliberations of the Court of 
Appeals, and their various drafts reflect- 
ing intermediate considerations and po- 
sitions, are not a part of the record and 
are not revi6wed by the Supreme Court. 
The final opinion must stand or fall on 
its own merits. The same Is true of the 
final report of the OTC Antacid Panel. 
I t  stands or falls on its own merits, and 
is either supported or unsupported by 
the medical and scientific evidence sub- 
mitted to and considered by the Panel. 

The logic of th'is position is further 
compelled by the fact that not all Panel 
deliberations were recorded or tran-
scribed. Although some transcription or 
recording occurred with the Antacid 
Panel, 1 it was necessarily incomplete. 
Panel members frequently conIerred by 
telephone with each other, discussed 
matters over lunch and dinner, and 
talked about them during breaks and 
in the corridors. Moreover, the major re- 
flective consideration of the issues in- 
volved would be likely to have occurred 
before and after meetings, when the 
Panel members individually reviewed the 
data and information and formed their 
conclusions with respect to it. Thus, any 
transcript of Panel deliberations would 
reflect only a part, and perhaps .a, small 
part, of the consideration given to the 
matter, of the reasoning which lies be- 
hind the recommendations ultimately
made, and thus of the entire deliberative 
process. It would therefore be highly
improper to consider the transcripts of 
Panel meetings in determining the va- 
lidity of the fmal OTC antacid drug
monograph. 

4. There was comment that the a.dmin- 
lstrative record should not properly be 
closed prior to the flnal order, and that a 
letter of objection providing new in-
formation for the public hearing should 
be part of the administrative record. The 
comment argued that no notice was given 
that the ability to introduce new evidence 

REGISTER. 
The basis on which the purely deliber- 

ative portions of the Antacid Panel dis- 
cussion have been closed pursuant to sec- 
tion 10(d) of the Federal Advisory Com- 
mittee Act is that the discussion has been 
concerned with matters covered by 5 
U.S.C. 552(b) (51, i.e., internal commu-
nications. As the Attorney General's 
Memorandum of June 1967 on this por- 
tion of the Freedom of Information Act 
states: "* * * internal communications 
which would not routinely be available 
to a party in litigation with the Agency, 
such as internal drafts, memoranda be- 
tween officials or agencies, opinions and 
interpretations prepared by agency staff 
personnel or consultants for the use of 
the agency, and records of the deliber- 
ations of the agency or staff groups, re- 
main exempt so that free exchange of 
ideas will not be inhibited. As the Presi- 
dent stated upon signing the new law, 
'officials within the government must be 
able to communicate with one another 
fully and frankly without publicity.' " 

All of the Antacid Panel members were, 
of course, consultants to the Food and 
Drug Administration and, as such, gov- 
ernment employees during their period of 
actual work on the Panel. The discussion 
within the Panel therefore stands on no 
different footing than a discussion with- 
in an intern@ FDA staff meeting. 

At the same time, the Commissioner 
recognizes that, consistent with the Fed- 
eral Advisory Committee Act, advisory 
committee proceedings should remain 
open t o  public view and participation to 
the maximum extent feasible. It is for 
this reason that all interested persons 
were provided an dpportunity to make 
written submissfons to the Panel and to 
present oral views to the Panel. The 
Commissioner concluded, however, that 
the deliberations of the Panel during 
which their conclusions ,and recommen- 
dations aSe determined could not reason- 
ably be inade in open session, and thus 
that it was essential to avoid undue in-
terference with the rkgulatory process 
that they be Fosed to the public. 

notice of the meeting in the FEDERALministration as the proposed regulation 
was considered pursuant to the piLblic 
procedures required by the Administra- 
tive Procedure Act. 

3. There was comment that the ad'- 
ministrative record as defined by the 
Food and Drug Administration in the 
notice for the public hearing improperly 
excluded transcripts of the Antacid Panel 
meetings. The comment stated that the 
transcripts contained the deliberations of 
the Panel, including reasonings and 
facts supporting their decisions, and that 
it was an essential part of the adminis- 
trative record. The comment stated that, 
without such inIonnation, it was impos- 
sible fully to develop the issues. 

The designation of the "administrative 
record" is in paragraph 82 of the pre- 
amble to the final regulations as pub-
lished in the FEDERAL REGISTERof May 11, 
1972 (37 FR 9464). The record includes 
the panel reports and minutes, but ex- 
cludes the transcri~t of the an el de-
liberations. ~lsewh&e in this issue of the 
FEDERAL the Commissioner is REGISTER 
proposing to amend 8 330.10 to incorpo- 
rate this provision directly in the regu- 
lations. 

The omm missioner is obligated to base 
his conclusion with respect to a mono- 
graph on the entire administrative rec- 
ord. In the case of the antacid mono- 
graph, the Commissioner has not read 
or referred to or relied upon the words 
recorded in the transcript of the Antacid 
Panel meetings. Instead, he has relied 
solely upon the minutes of the panel 
meetings, the data and information sub- 
mitted to and considered by the Panel, 
the Panel report, the comments submit- 
ted on that report, the te'ntative final or- 
der, the objections submitted on the ten- 
tative final order, the transcript of and 
material ~ubmitted at  the public hear- 
ing, and comments filed subsequent to 
the public hearing. This constitutes the 
administrative record specifled in para- 
graph 82 of the preamble to the proce- 
tlural regulations of May 11, 1972, and 
is the sole basis on which the7decisions 
ahd orders in the tentative final order 
and flnal 'order were made by bim. 
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19864 
" and information on antacids ended when 

the comment period on the proposal
closed. The comment stated that, if the 
agency wished to close the adminlstra- 
tive record, it should make a change in  -	 the .monoaaph procedures. 

The Commissioner believes that the ex- 
isting regulations make it clear that new 
evidence could only be submitted up 
through the 60 day comment period on 
the proposed monograph. The purpose of 
the hearing before the Commissioner on 
the tentative fmal order is solely to re- 
view the administrative record already 
compiled, and not to submit new evi-
dence. However, in view of the fact that 
the Present regulations do not explicitly 
state thfs requirement, the Commissioner 
concluded to accept d l  proffered infor- 
mation in this instance and to amend the 
regulations to clarify this matter. An ap-
propriate proposed change in the regula- 
tions is Published elsewhere in this issue 
of the FEDERALREGISTER. 

5. There was comment that the phrase 
"ethical drug" or "ethical labeling" is an 
inappropriate designation in 8 331.31 and 
0 332.31 (formerly 0 130.305(f) and 
0 130.306(d) because it is an outmoded 
term. I t  was suggested that a more ap- 
propriate phrase would be "practitioner 
labeling* or "labeling for professional 
person." A comment also objected that, 
under bhe monograph, sqch lheling
would be provided onlyto physicians. 

The Commissioner believes that both 
of these points a r e  sound. Such labeling 
wfl be designated in the future s"pro-
fessional labeling" or "labeling for health 
professionals". m i s  will include au 
health professionals who prescribe, ad- 
minister, or dispense medications. 

6. There comment that the 30 days 
allowed for comment on the January ten- 
tative final monograph was "patently un- 
conscionable and unreasonable", because 
the comments had to be received by the 
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acid ingredient. Reviewing the submitted 
magnesium trisilicate antiflatulent data 
would require reopening the administra- 
tive record. Since 'the Miscellaneous In- 
ternal Panel will review all antiflatu- 
lents, there is no reason to disrupt the 
orderly consideration of this monograph. 
The Commissioner therefore concludes 
that this matter is properly handled by 
the Miscellaneous Internal Panel. The 
person submitting this comment should 
promptly submit all pertinent data and 
information to that Panel if he has not 
already done so. 

8. In the comments to the tentative 
final order, a proposal was made that the 
Food and Drug Administration establish 
a "third class of drugs" which would be 
available only from a pharmacist or 
pharmacy and for which a pharmacist
or pharmacy would maintain a patient 
dispensing record. 

The Antacid Panel never considered 
the issue of the third class of drugs, and 
this issue is not properly a part of the 
OTC drug review. Elsewhere in this issue 
of the FEDERAL the Commis- REGISTER 
sioner is publishing a notice which states 
his conclusion that there is no health or 
safety justification for establishing a 
third class of drugs at  this time. 

GENERALCONDITIONS 

There were numerous comments on 
the general conditions for OT'C drugs 
established in 8 330.1 cformer1y
8 130.302). That was pub-
lished in the FEDERAL REGISTERof NO-
~ ~ ~ b e r  31258) and be- 12, 1973 (S8
came effective on December 12, 1973. 

9. Most of these comments concerned 
the question whether 8 330.1(1) should 
be revised to include a reft?R!nCe to phar- 
macists On OTC drug labels where there 
is a drug interaction potential. 

The C ~ ~ ~ ~ s s i o n e r  is publishing his 
conclusions on this matter elsewhere in 

The Commissioner stated in paragraph 
11 of the preamble to the tentative final 
order that such authority does not pres- 
ently exist under theTedera1 Food, Drug, 
and Cosmetic Act. No specific response 
to this preamble statement was included 
in the comment received. The regulation 
requests that manufacturers voluntarily 
place such information on their label, 
§ 330.1(j) (formerly 8 130.302(j)) .There 
are also bills (S.3012 and H.R. 12847)
pending before Congress to amend the 
aot to provide for quantitative labeling 
of active ingredients for OTC drug prod- 
ucts. 

INVITRO ACID NEUTRALIZING TEST 
13. A number of written comments 

were filed on the November tentative 
final order dealing with the in vitro test 
procedure proposed in that notice. 

The Commissioner notes that the 
modification of the in vitro test pub-
lished in the FEDERAL TEGISTERof Janu- 
ary 22, 1974 (39 FR 9488) answered 
many of the issues raised. Accordingly, 
only the comments filed in response to 
the January republication and revision of 
the test have been considered in prepar- 
ing this Anal order. The only request 
for a hearing on the revised test has 
subsequently been withdrawn. 

14. One comment urged the Commis- 
sioner to add more specifications, such 
as particular types of equipment and 
additional controls, to the in vitro test 
because it has too many variables and 
cannot be considered a simple test. 

The Antacid Panel proposed a simple 
test for the present and recommended 
that the Food and Drug Administration 
and industry do researah to And an in 
vivo test. The Commissioner concurs 
now and that research should promptly 
begin on an in vivo test. With that ap- 
proach in mind, the Commissioner does 
not believe that the in vitro test should 
be unnecessarily complicated by requir- 
ing special equipment and specifications 
for which no justifications have been 
showh. 

15. One comment submitted a proposed 
in vitro test which the comment con- 
tended would be reproducible and more 
like an h vivo test. 

The proposed test is also an in vitro 
test. No data were submitted to show 
that this test is more accurate or re-
producible, or more. closely parallels in 
vivo results, than the in vitro test in the 
final order. For that reason, the Com- 
missioner believes that it would be in- 
appropriate a t  this time to consider 

on the this issue of the FEDERAL~ o o d  and D~~~ ~ d m i ~ i ~ t ~ ~ t i ~ ~  REGISTER. 
30th day. It was stated that "private 
parties cannot be held responsible for the 
vagaries of the U.S.Mail". 

The 30 day period is provided for in 
5 330.10(a) (7) of the regulations (for- 
merly 0 130.301(a) (7)).  Requiring the 
comments to be received a t  the Food and 
Drug Administration by the 30th day 
was done so that the agency could 
promptly begin preparing for a hearing 
or final order. Under the circumstances, 
the Commissioner concludes that requir- 
ing the comments be received within 
30 days a t  the Food and Drug Adminis- 
tration was not unreasonable. ' 

7. There was a comment filed after the 
hearing requesting that. magnesium tri-
silicate be listed as an antiflatulent 
the antiflatulent monograph. 

The Commissioner stated in paragraph 
67 of the preamble to the tentative find 

, order that any other claimed antiflatu- 
lent ingredient should be submitted 
when'the call for data for miscellaneous 
internal products was published. m a t  
notice was published in the FEDERALREG-
ISTER of November 16, 1973 (38 F!R 
31696). The Comrnissi8ner realizes that 
mamesium trbilicate ~ev~ewedwas by 
the Antacid Panel, but only as an ant- 

10. 	There was a proposa1 to add the 
yow poison ten-

ter" to the accidental overdose warning 
under 5 330.l(g) (formerly 5 130.302(g)). 

The Commissioner is publishing a Pro- 
posal on this matter in this 
issue of theFEDERAL 

ll. 'I'here was that the drug 
interaction warning contained in 8 330.1 
(i) 	 (formerly 5 130-302(1)) had been 
moved from the antacid monoaaphlb  
the genera1 conditions On: drugs
without notice and opportunity for pub- 
licComment. 

The Commissioner published this 

REGISTERof April 5, 1973 (37 Fa 8714), 
with time for public comment. It was 
transferred from one section to another 
because of its broad applicability to all 
OTC drugs. This procedure was therefore 
entirely Proper. In any event, the Com- 
missioner heard comments on this matter 
at  the January 21, 1974 public hearing 
and 1s "OW publishing a further notice 
On the matter in .this issue 
of the FEDERAL REGISTER. 

12. There was comment that the 
agency has the to require the 
quantitative labeling of active ingredi- 
ents. 

warning as a proposal in the FEDERALadopting this proposed in vitro test which 
no one has had an opportunity to re-
view or comment upon. However, the 
agency will conduct studies and review 
the proposed test as i t  considers the de- 
jrelopment of an in vivo test. 

16. Two comments indicated that the 
change in the test from the November 
tentative final order to the January re- 
vision resulted in a significant change in 
philosophy. They noted that the earlier 
proposal included a titration based on 
time, and the latter included a back ti- 
tration technique that removed consid- 
eration of time and relative reactivity 

0of the product. 
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The Commissioner concludes that the react with the antacid, and are deter- percentage of contribution should then 
new procedure does not eliminate time minations of strength, quality and pu- be calculated from the amount of acid 
as a factor. The preamble to the Janu- rlty. As explained above in paragraph 17 neutralization of the ingredient in rela-
arg. revision stated that the procedure of 'this preamble, the Food and Drug Ad- tionship tq the amount of acid neutral- 
in the November tentative final order ministration's in vitro test determines ization of the whole dosage mit .  
w~uld'have been extremely difficult to effectiveness for all antacid drug prod- The Commissioner concurs that  this 
validate because of the variable time ucts. is a more scientific approach. The Anal 
factor in the revised procedure retains 19. There was comment that it wah order hm been changed accordingly. 
the variation in time as a critical test inappropriate to include an in vitro acid 23. There was comment that the acid 
factor in that the product must demon- neutralization capacity test as a basis of neutralizfng test is being interpreted in 
strate adequate neutralizing capacity general recognition of safety and effec- two different ways. One interpretation is 
within the 15 minutes allowed. The Com- tiveness, because there Is no substantial that the 25 percent requirement applies 
hlissoner concludes that the 15 minute evidence to prove that a product which to -the 5 milliequivalent -minimum, i.e., 
back titration technique is consistent Passes the test is safe and effective, nor one-fourth of the 5 milliequivalents
with the clinical significance of the are there any data correlating the in means that each active ingredient must 
product and its rate of reactivity. As vitro test to in vivo results. The comment reduce 1.25 milliequivalents t6 be con-
stated in paragraph 34 of the preamble contended that, since there are no data, sidered an active ingredient. +other in- 
to the November tentative final order, there can be no basis on which experts terpretation is that four times the 
the acid neutralizing capacity of a prod- can conclude that the in vitro test meas- amount of the ingredient must neutral- 
uct is.only one factor in selecting an ures safety and effectiveness. ize the same amount of acid as a total 
antacid. . The Antacid Panel found that there drug product to reach the 25 percent 

17. There was comment that the in Was a substantial scientific basis on minmum. 
vitro test had been burdened with arbi- which to create an in vitr0 test for meas- The Commissfoner advises that the 
trary modifications that set it poten- Uring effectiveness. To support their PO- proposed procedure was to take four 
tially at  variance with correspondng Sition, tEiey cited seven publications con- times the amount of each active ingredi- 
tests already in the United States cerning gastdc secretion and antacid ac- ent and test it against the total drug . 
Pharmacopeia. tivity. The Commissioner has reviewed "product to determine the 25 percent. As 

United, States Pharmacopeia stand- the literature and concurs with the judg- now revised, the 25 percent requirement 
ards determine strength, quality, and men% that there are ~ ~ f f i ~ i e n t  is to be based on a comparison of the data on 
purity of designated products and are which to base an in vitro test. However, acid neutralizing capacity of the amount 
not a test of effectiveness. The Food and the Commissioner recognizes, as the of the ingredient in the product with the 
Drug Administration's in vitro acid neu- Panel did, that the industry, academia total acid neutralizing capacity of the 
tralizing test is a single test that is dose and agency should promptly seek to de- product (not with the minimum value re- 
related, requires the acid neutralizing V ~ ~ O P  quired by the monograph for ant-an in vivo antacid test. an 
capacity to be determined in 15 minutes, 20. There was comment that the in acid). Thus, the standard for measuring 
applies to all products which are labeled vitro test should not be applied to prod- the 25 percent requirement remains the 
as antacids, and is concerned with the ucts that are not designed to neutralize total acid neutralizing capacity of the en- 
product's total effectiveness in terms of the total stomach acidity. The comment tire product. AS stated in paragraph 22 
its acid neutralizing capacity. The Com- contended that a floating antacid that of this preamble, the Commissioner has 
missioner therefore concludes that the in claims to neutralize the stomach con- amended the test to clarify the basis for 
vitro effectiveness test is not a t  variance tents that are refluxed into the upper calculating the 25 percent minimum. 
with the United States Pharm3copeia esophageal tract should be tested differ- 24. One comment proposed that the 
standards for strength, quality, and pur- e n t l ~ .The comment proposed an in vitro number of active ingredients be limited 
ity of certain antacids. test similar to that published in the No- to four and that the 25 percent require- 

18. There was comment that the pre- vember tentative final order. ment be deleted. In the 10 days allowed 
amble to the November tentative final The Commissioner has found that ade- after the hearing, a comment was re- 
order stated in paragraph 37 that the Wate evidence to Prove effectiveness for ceived which opposed any arbitrary limit 
two United States Pharmacopeia tests a product that floats and only reduces on the degree of activity or number of 
were not used because they were only the acidity in the upper stomach and active ingredients allowed in a proprie- 
concerned with total consumption of acid lower esophageal tract has not been tary medication. 
and not with duration, whereas the pre- Presented (See Paragraphs 60 and 61 be- For the reasons stated in paragraph 
amble to the January revision stated low and paragraph 25 in the preamble to 30 of the preamble to the tentative final 
that the in vitro test must be based on a the November tentative final mono- order, the Commissioner concludes that 
back titration technique since it was graph). To allow marketing of the prod- each active ingredient should make a
impossible to validate the procedure uct while data are being obtained on this minimum contribution of 25 percent of 
using the test in the November tentative category 111 active ingredient, the the acid neutralizing capacity to the I 

final order. The comment states that, method for measuring the acid neutraliz- Ifinal product, The 25 percent figure was 
based on these changes, the Food and 1 C % P = ~ ~ Y  submitted will be reviewed 

by the CommissiCnler as an exemption re- based on the conclusion that any In- 
Drug Administration test no longer pur- gredient in an antacid should contribute 
Ports to measure a duration of activity quest to the in vitx-0 test. If adequate data t,the acid neutralizing effect. ~f onlythe
and offers no advantages over the United for effectiveness are presented it will be of ingredients were limited, 
State6 Pharmacopeia method. I P~~~~~~~to review the proposed in vitro I three of the labeled actlve ingredients The Commissioner notes that there is test as an amendment to the monograph. could be used in such small amounts 

I 

no single United States Phannacopeia 21. One comment complained that that the contribution of each to the 
method. In fact, for the 12 official prod- antacid capsules have not been provided effectiveness would be insig- 
ucts listed as antacids in United States for in the test procedures. nificant. The consumer would then be 
Phannacopeia XVIII, page xxxix, there The Commissioner concludes that cap- 
are no acid consuming capacity tests sules may be tested in the same manner becauge the label would list four 

ingredients when factonly one madeidentifled for flve and for the other seven, as tablets. This additional provision has a significant contribution to the thera-
four use a similar test that differs prl- been added to the fhal  order. peutic effect. warily In the a d d  used, one uses a very 22. There was comment that the re- The co,menk have failed to supply-simple test, and, the other two have a quirement that each antacid1 ingredienk any data to supPo* safety or effec-more complicated procedure that takes contribute a t  least 25 percent of the total tiveness reason for noOadopting the pro-four hours for the antacid to neutralize effectiveness of the product should not 
the acid. Basically, the United States be calculated on the basis of four times Ji::g$i$ ~ p ~ ~ ~ ~ e $ ~ ~ g , " ~ " , n ~ . r
Pharmacopeia procedures are for indi- the amount of the ingredient present but Commission& doncludes that the 25 pet-
vidual products, are not dose related, al- bn the basis of the amount actually con-' cent requirement will provide the con- 
lo* one or hore hours for the acid to tained in the dosage being tested. The sumer with safe and effective' antacfd 

I 
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combination drugs that are not mislead- 
ing. 

25. There was comment that the words 
"magnetic stirrer" were not speciiic
enough because the stirring% speed h 8 
critical factor and the shaded pole motor 
stirrer normally found in laboratories 
will vary too much. The comment pro- 
posed that a direct current motor con- 
trolled by a solid state direct current 
pbwer ~ a c k  attached to an accurate 
tachometer be specified. 

The 'Commissioner realizes that stir- 
ring speed is important to the evaluation, 
but is also of the opinion that the labora- 
tory should be given the responsibility 
of determining how it wishes to obtain 
the .necessary stirring speed. ~t would 
be arbitrary for the Commissioner to 
designate a particular type of equipment 
if a laboratory can properly conduct the 
test using other equipment. 

26. There was comment that the 160 
ml. and 250 ml. beakers are not large 
enough to accommodate more effective 
antacids or those which foam. -	 The Commissioner realizes that many 
factors effect analytical tests such as the 
proposed in vitro test. In an effort to 
standardize the test it has been neces- 
sary to designate the beaker size just as 
do the United States Pharmacopeia and 
the National Formulayy in their methods 
of analysis. However, the Commissioner 
recognizes that there may be a manu-
facturer who cannot test his antacid in 
these sizes of beakers. A manufacturer 
may request an exemption stating the 
size of the beaker he desires to use and 
data validating the test using the dif- 
ferent beaker size. 

27. One comment stated that the tablet 
comminuting device must, be specified
because the type of device and the speed 
of action control the amoullt of surface 
area, and therefore the rate of reactivity 
of the product. 

The Commissioner does not believe 
that a specific comminuting device should 
be designate\d a t  this time because no 
data have been presented to show that 
erroneous results will occur or that the 
test provides information more closely
related to in vivo results if such a device 
is u&. I t  would be arbitrary for the 
Commissioner to require the purchase 
and use of a specific piece of equipment 
when insufficient data have been col- 
lected to determine its effect on the test. 

28. There was a comment that "dis- 
tilled water" should be specified. 

The Commissioner agrees, and "dis- 
tilled water" has been specified in the 
Anal order. 

29. There was comment that the sieve 
size should be designated as the United 
States standard since there are non-
standard sieves available. 

The Commissioner agrees, and the 
United States standard designation has 
been added in the final order. 

30. There was comment that the use 
of 0.5 and 1.0 Normal hydrochloric acid 
affects results obtained because the re- 
action rate of any reaction can be in-
creased by increasing the concentration 
of the reactants. The comment ,also 
poinhcl out that the acid concentration 
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in the stomach is closer to 0.1 Normal 
than 0.5 or 1.0 Normal. 

The in vitro tests conducted by the 
Food and Drug Administration have 
shown no difference between 0.1 Normal 
and 1.0 Normal. Results of these tests 
are on file with the Hearing Clerk as 
Part of the adniinistrative record. How- 
ever, these tests show that the increase 
in volume resulting from the use of 0.1 
K0rmal ~0mpliCates the test procedure 
because large pipets and burets wodd 
have to be used. Based on the Agency's 
findings, the normalities will remain the 
Same. The increase in volume caused 
by the use of 0.1 Normal hydrochloric 
acid makes the test more cumbersome 
and awkward to conduct without a cor- 
respanding increase in accuracy. 

31. There was comment that the pH 
meter Should be calibrated between pH 
1.1 and pH 7.0 instead of exactly a t  pH 
4.0, bwause the calibration between 1 
and 7 will allow for a more accurate de- 
termination of higher values. No data 
were submitted to support the statement. 

The  Commissioner has determined
that calibration of the pH meter at  4.0 
is sufficient to assure the accuracy of the 
test. Therefore, he will not change the 
calibration. The final order provides only 
for checking the operation of the meter 
a t  pH 1 Since there is no need to cali-
brate the meter twice. The analyst need 
onl$ calibrate the meter and then assure 
himself that it is operational a t  another 
pH. i.e.3 pH 1. 

32. There were COmments stating that 
the temperature should be controlled 
since it is the Simplest of specifications 
and is used in most laboratory tests. The 
C~mment proposed that the test Should 
be conducted a t  body temperature, 37" C. 

The Commissioner agrees that this is 
a variable that can be eliminated and yet 
not Complicate the test. However, dur- 
ing testing, the Food and Drug'Admin- 
iStrati0n has shown that -there is no dif- 
ference between 25" C and 37' C. I t  is 
more appropriate to Use room tempera- 
ture since it requires less equipment. The 
Commissioner has therefore, concluded 
that the temperature wfll be designated 
at%0 C23" in the final order. 

33. There was-comment that the dis- 
integration test should be altered for 
chewable tablets. 

The Commissioner advises that, under 
5 331.l(b) (the disintegration test), the 
proposed disintegration test does not ap- 
ply to chewable tablets. The commis- 
sioner does not believe that a disintegra- 
tion test for chewable tablets is neces- 
sary. It would be inappropriate to require 
a chewable tablet to disintegrate in the 
same manlier as a swallowed tablet be- 
cause the chewable tablet labeling in- 
structs the consumer to reduce the par- 
ticle size of the tablet. The disintegra- 
tion test for a swallowed tablet is merely 
a test to assur!? that i t  be reduced to 
particle size on swallowing. -

tablet's safety or efficacy, nor are there 
any data indicating that the 10 minute 
test is correlated to in vivo results. 	 I 

The Commissioner concludes that the 
position taken in .this comment would 
allow the swallowed tablets to have any 
disintegration time or to use the United 
States Pharmacopeia standard of 30 
minutes. The Panel in their recommen- 

' 
dation concerning the in vitro test stated 
that, on the fasting stomach, a tablet 
that takes 30 minutes to dissolve piob- 
ably would be ineffective because it would 
be gone from the stomach in half that 3 
time. Most of the antacid has left the 
stomach 15 minutes after ingestion. An 
undissolved tablet cannot be effective. 
The 10 minute standard should not 
create a hardship since it only requires 
that tablets that fail to pass the disirite- 4 
gration test must be labeled as chewable 
tablets so that the consumer will know 
that he must physically reduce the tab- 
let size to get the benefit of the ,active Iingredients. 

35. There was comment that, if a tab- 
let does not disintegrate in 10 minutes or 
less, the manufacturer should have the 
option of testing the whole tablet ac-
cording to the preliminary antacid test. 
The comment contended that, if the 
whole tablet passes the preliminary test, 
the manufacturer may recommend swal- 
lowing on the label. 

The Commissioner concludes that a 
tablet which fails to disintegrate and yet 
passes the preliminary antacid test is 
more properly handled through a new 
drug applicakion or an amendment to 
the monograph. No data have been pre- 
sented to explain why a tablet would fail 
to pass the disintegration test, and yet 
pass the in tritro test. If such a condition 
did exist, data to show in vivo effective- 
ness would need to be presented. 

36. There were comments that the 
method of comminutigg the tablets to 
pass through a number 20 U:S. mesh sieve 
would allow a person b finely powder f 

the tablet. One comment provided data 1 

to show that cement, if finely powdered, 

would pass the in vitro test. 


The Commissioner advises that the 
test was not deskned to allow the use of 
a fine powder. For this reason a lower 
limit has been placed on the particle size 
in the final order, to prevent the com- 
minuting of tablets b a fine powder. 

37. There was Comment that ethanol, . ' t 
when used as a wetting agent, may re- 
duce the acid neutralizing capacity of a 
product.

The ~ ~ m n i s s i o n e r  collcludes that, al- 
' 

though ethanol m?Y have an effect, It is' 
not Signiffcant. The Commissioner has 
therefore decided to allow the discre- 
tionary use of ethanol as a wetting agent. 
Sohe comments have stated that parti- 
cles float on the top of the test solution 
and the ethanol will reduce the surface 
tension and decrease the number of par- 
ticles that float, but in Food and Dmg 

34. One comment stated ,that it -is. Administration tests few products ex-
'inappropriate to adopt a 10 minute

standard for the disintegration of swal- hibite' this tendency and it Is 
lowed antacid tablets, because there is that the use of ethanol will be required. 
no substantial evidence to indicate that The Person conducting the test must d e  
Passing or failing the test will affect the termine if s wettlng agent Is necessary. 
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38. There was comment $hat the den- 
sity and not the specific gravity should 
be used in testing liquid samples. 

The Commissioner concludes tkiat the 
c-ent is correct in that the proper 
designation for the calculation figure is 
density. The final order has been 
changed accordingly. 

39. There was comment that, because 
the concentrated antacids would exceed 
the 30 milliequivalent titration, the pro- 
cedure should allow for a greater number 
of milliequivalents to be used, 

The Commissioner doubt-s that there 
are many antacids with neutralizing ca- 
pacities greater than 30 milliequivalents, 
NO data were presented to the Food and 
Drug Administration concerning such a 
product. Therefore the Commissioner be- 
lieves that it & proper to provide for an 
exemption from the in vitro procedure 
for a stronger antacid, or an amendment 
to the test if necessary, upon the petition 
of a manufacturer. 

40. There was comment that the 
United States Pharmacopeia XVIII sim- 
ulated gastric fluid test solution con-
tains enzymes which are not necessary 
for the test and increases its expense. 

The cost of the enzymes would be ap- 
proximately twenty cents per test, which 
is not significant. ~t the present time, 
however, there is no scientific justifica- 
tion for adding the enzymes other than 
the fact that they are present in the 
stomach. The -Commissioner believes 
that future testing in this area should 
address itself to this issue. Until scien- 
tific evidence is forthcoming on why en- 
z w e s  must be in the test solution, the 
commissioner ,has concluded that the 
dmulated gastric fluid test solution shall 
not contain enzymes. The final order has 
-been modified accordingly. 

41. There was comment that the stir- 
ring speed for the in vitro test should 
be eliminated because it has no direct 
reference to similar in vivo action. 

Data submitted in response to the 
January tentative final monograph and 

and Drug 
testing that a test with es-
tablished stirring speed would allow a 
procedure that provides an Infinite 
number depending On the stir-
ring speed. The test must be 
iblel and therefore a stirring speed must 
be identified. 

42' There was a comment requestingan exemption for a product the 
10 minute time period required in the 
acid capacity test 'Ontained 
in the November tentative Order' 

The CommLsiOner stated at the hear-
Ing that a revised
graph acid neutralizing test was being 

and if a deviation 
that test was required' an exemption
should be requested pursuant to § 331.29 
(formerly 130.305 (iii) after 'the 
final order was published. 

43, There was comment that the in 
vitro test should be by appro-
~ r i s t ebodies. 

The has had the test
reviewed and validated by Food and 
Drug ~dniinistratfonlaboratories and 
has determined that St is valid. The 
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validation studies have been filed with 
the Hearing Clerk. 

ACTIVEINGREDIENTS 
44. There was comment that bismuth 

salts protect the mucous membranes of 
the stomach and duodenum and that 
they should be allowed to be used in 
combination with other antacids. 

Bismuth salts are included In the 
monograph as active ingredients with 
potential acid neutralizing properties
and can be used in a combination as long
'as they co'ntribute 25 percent of the total 
acid neutralizing capacity of an antacid 
product. Based on the fact that no data 
were submitted to prove that bismuth 
salts are effective as protectants to the 
mucosal membrances, the Commissioner 
does not recognize the bismuth salts as 
having been proved effective for such 
Purposes. Data would have to be pre- 
sented to demonstrate effectiveness for 
this particular use to allow such a label- 
ingclaim.

45. 'rhere was comment that an  ex- 
emption should be-provided from 9 330.1 
(g) (formerly 8 130.302(g)) for sodium 
bicarbonate powder. The powder is used 
as a food Product, tooth cleanser, and 
mouth wash, 8s well as an antacid, and 
therefore an accidental overdose warn- 
ing appearing in 9 330.l(g) (formerly
8 130.302(g)) is inappropriate because of 
thenature of theproduct. 

The Commis~ioner recognizes the many 
Uses of sodium bicarbonate (baking soda) 
as a food and for various other purposes. 
The Commissioner therefore believes 
that it would be Proper to exempt sodium 
bicarbonate powder from the general ac- 
cidental overdose warning contained in 
5 330.l(g) (formerly § 130.302(g)) be-
cause of its extremely low potential for 
injury from an overdose. The product 
labeling must, however, fully comply 
with the antacid monograph, including 
directions for use, all applicable warn- 
ings, etc. 

INDICATIONS 
46. There was comment that the words 

"upset stomach" should be inaluded in 
Category I. 

The Commissioner considered this is-
sue in detail in paragraph 49 of the pre- 
amble to the tentative final order and 
no new data Or information were pre- 
sented to support a change in that deci- 
sion. Accordingly, no change has been 
made in the monograph with respect to 
this matter. 

47. There Was comment that justifica- 
tion for the term "up~et ~t0maCh'' should 
not require clinical trials to establish a 
relationship between consumer language 
and 

A clinical trial to establish a relation- 
ship between what- consumers regard as 
"Upset &omach" symptoms and OTC ant- 
acid drugs would be an appropriate ap- 
preach to justify this claim. Another 
valid approach to justify approval of use 
of the claim "upset stomachm for an ant- 
acid is a statbtically valid consumer sur- 
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been jdstified is based on the fact that 
this phrase is used by consumers to de-
scribe the symptoms relieved by coin-
pletely different products. Paragraph 99 
of the preamble to bhe tentative final 
order discussed a marketing study where 
this phrase was applied by coniumers to 
five products, only two of which were 
simple antacids. 

I t  would not be sufficient to show a 
particular product which uses this clai-m 
to consumers and to ask forwhat symp- 
toms it should be used. The question is 
what the phrase means to the consumer, 
not what words does the consumer think 
of to describe an  advertised brand name 
product or a class of products. , 

DIRECTIONS USEFOR 
' 
48. There were comments to the effectr 

that the term "as needed" should be used 
to describe dosage in antacid'labeling in- 
stead of labeling requiring a specific dos- 
age schedule by time interval or time 
period, It was further proposed that no 
other directions for use would be needed 
since the warning would express the 
maximumdose. 

The Commissioner concludes that the 
directions for use in antacid labeling 
properly indicate the specific dosage'and 
time periods for which the product is 
recommended. It  would be improper to 
recommend that any antacid be used "as 
needed," since this would promote un- 
restricted use. 
The Commissioner has also concluded 

that the proposed phrase "except on the 
advice and supervision of a physicianv 
is Confusing, and that it should be re- 
vised to read "or as directed by a physi- 
cian." 

WARNINGS 
49. merewere comments that 331,30(b) (formerly 130.305tc)) and 330.1 

(g) and (i) (formerly 130.302 (g) and 
(i)) contain warning statements which ,, manufacturer should be able to con-
solidate and simplify. There was also a 
request that, when a manufacturer de- 
velops warning Statements, they be sub- 
mitted to the Food and Dmg Adminis- 
tration with an understanding that the 
statement is approved udess the manu- 
facturer is otherwise notified. 

The Commissioner agrees that there 
may be certain products that would re- 
Quire more than one of the warnings 
specified, and that clearer labeling may 
be proflded by consolidating such state- 
ments. The Commissioner has decided 
that any two or more warning state- 
ments may be combined provided that 
the resulting statement uses all of the 
specific words contained in the mono- 
graph in the order specified, ttnd provides 
a clear and readable warning which the 
consumer can understand. his per-
mit deletion of duplicative phrases with- 
out losing uniformity in warning termi- 
nology. Thus, the warnings in g 331.30 
(b) (4) and (5)may properly be corn- 
bined to read not use this produce 
except under the advlce and su$ervlson 

veY to determine how the consumer -of a physician If you have kidney d i sem 
interprets the term "upset stomach". or if you are on a sodium restricted diet," 
The Commissioner's present conclusion since none of the aperatlve words or 
that the term "upset stomach" has not phrases are:eliminated or~earranged. If 
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any manufacturer is concerned about a 
combination of warnings he intends to 
use, he is encouraged to submit i t  to the 
Bureau d Drugs for review and com- 
ment. 

50. There was comment that the lan- 
guage used in a warning should not k 
mandatory because the manufacbwer 
may use minqr variations in words which 
would allow clearer understanding by 
consumers. 

The Commissioner believes that uni- 
formity in labeling language is essential 
to consumers. For this reason, the com- 
bining of warnings is permitted only 
where it will retain unifo m  terminology. 
Allowing minor word variations, or re- 
arrangement of the same words, would 
result in dissimilar or confusing warn- 
ings which would not be in the best in-
terest of the public. The Cornmlssioner 
has also included in the Anal monograph 
dandard headings for the labeling sec- 
,?dons on warriings, drug interaction ppe- 
eautlons, and directions, bpromote such 
labeling uniformity. However, the Cam- 
missioner recognizes there may be cir-
cumstances where warnings can be im- 
proved. A manufacturer may seek an 
amendment to the monograph if he con- 
cludes at a warning or other labeling 
should be revised. 

51. There was comment that includ- 
. hg  the phrase "except under the advice 
and supervision of a physician" should 
not be required to appear in both the 
maximum dosage ~'tatement and any ad-
ditional warnings, since this would be 
duplicative. 

The Commissioner concludes that the 
consolidation of warnings discussed in 
paragraph 49 of this preamble will per- 
mit a manufacturer to eliminate dupli- 
cation of common phrases in warning
ktatements. 

52. There was comment that two of the 
warning statements name specific dis-
eases and that physicjans do not always 
inform a patient d his specific disease 
condition. The comment swgested that, 
because the patient may not know his 
disease, the labeling should warn 
against consumption of additional quan- 
tities of the active ingredients involved 
(i.e.,$otassium and magnesium) rather 
than -wainst use of the OTC drug in 
specific disease conditions. There were no 
data submitted to support this comment. 

though the monograph necessarily deter- 
mines the safety and effectiveness of 
a n t a d  drug products in terms of their 
active ingredients, consumers are more 
likely to be told and to remember their 
disease conditions than a list of prohib; 
ited chemical ingredients. No data were 
submitted to show that physicians or&- 
narily provide a list of prohibited ingre- 
dients to patients that would allow them 
to use such labeling, or in any event that 
physicians are more likely to do this than 
to inform the patient of his disease. Un- 
der 3 330.10(a) (3) (v) (formerly § 130.301 
(a) (3) (v) 1, labeling m ~ ~ t  be likely to be 
read and understood by the ordinary in-
dividual including the indY.vidua.1 of low 
comnrehension. The Commissioner con- 
cludes F a t  this labeling meets that 
requirement. 

The Commissioner concludes that, al- proposed 15 percent cut-off level because 
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53. There were numerous comments 
that the 5 percent level which determines 
whether a warning is necessary relating 
to constipation and laxation in 0,331.30 
(b) and tc) (formerly O 130.305(c) (2)
6nd (3) is arbitrary and incapable of 
scientific validation. 

The Commksiqner concludes that any 
manufacturer L capable of conducting a 
well-controlled clinical study on the 
maximum recommended dose to deter-
mine whether it causes laxation in more 
than 5 percent of the users, and thus that 
scientific verification is entirely reason- 
awe. If more than 5 percent of the Users 
of an OTC antacid are suffering from 
constipation or laxation, that is a sig-
nificant fact which merits a warning,
because antacids are often used by the 
adult population, many of whom already 
have irremlar bowel habits or other gas- 
troktestkal problems. M a w  antacids 
are also recommended by physicians a t  
much higher dosages than those appear- 
ing on the label, and such a warning
would be important to inform the con- 
sumer that he may experience bowel 
irregularity.

54. There were also comments that the 
5 percent level is unreasonable &cause 
OTC medications are intended for use 
only for a short pefiod of time and there- 
fore significant constipation or laxation 
h unlikely.

The Commissioner concludes that it is 
bportant  that the manufacturer be re-
quired to demonstrate that laxation or 
constipation is unlikely. If in fact it is 
unlikely, the required test will demon-
strate thls fact and the warning will 
be inagplicable. 

55. One comment stated that the 5 
percent rule could result in labeling for 
a product indicating that it could cawe 
both constipation and laxation in a pa- 
tient population because different peo- 
ple react differently to the same in- 
meclient. It was proposed that the 5 
percent cut-off level be ralsed to 15 per- 
cent to identify the effect more clearly. 

The Commissioner concludes that if a 
product is capable of causing both effects 
at the maximum daily dose in 5 percent
of the patient population such informa- 
tion should properly b'e provided to the 
consumer in the label. No data were pre- 
sented to show that any such product 
exists. The Commissioner rejects the 

milliequivalents per day of magnesium 
aa the level for requiring a warning.
However, upon reconsideration the Panel 
reducec'. the amount to 50 milliequiva- 
lents because 6f the follow in^ com+kra-
tions. The normal individual consumes 
from 20 to 40 mEq of magnesium per 
day and about one third of that is ab-
sorbed into the body. If a consumer is 
taking a magnesium-containing ant-
acid, anywhere from 15 to 30 hercent of 
that magnesium is absorbed. If a per-
son does not have normal renal function 
it is possible to have hypermagnesmia 
toxicity, Fe. the level of magnesuim in 
the body may reach a toxic level. 

The Commissioner agrees fully with 
the Panel's reasoning and therefore finds 
the warning for 50 mg. is appropriate. 
The primary target population for ant- 
acids is adults, many of whom suffer 
from kidney problems or take doses 
larger than those recommended in label- 
ing. Therefore the safety factor becomes 
significant. The normal individual with 
no renal problem can easily tolerate 150 
me. of magnesium a day, but for a 
patient who has renal failure large doses 
of an antacid could present a serious 
Problem that is avoidable by the warning 
contained In the Anal order. 

57. One comment stated that it is 

appropriate b provide information on 

the salt content for an antacid, but that 
the more appropriate approach would be 
to label the product as "low in sodium" 
when the product contains less than 5 
millieCIuivalent~ in the recommended 
dose. The comment recommended re- 
moval of the warning statement required 
on a product containing greater than 5 
milliesuivalents of sodium in the rec- 
ommended dose. 

The Commissioner is concerned that a 
statement "low in sodium" might b 
read by consumers as a claim that the 
product has advantages in relation to 
other antacids, which in fact may not 
be true. Such labeling would also remove 
the sodium warning from high sodium- 
containing products and thus fails to 
designate products that are not appro- 
priate for a sodium-restricted diet. For 
these reasons, the Commissioner con-
cludes that it is more appropriate to re-
quire the sodium warning and thus allow 
the doctor and patient to review whether 
a product containing more than 5 milli- 
equivalents of sodium is appropriate f w  
use. 

58. There were comments that the Food 

and Drug Administration has ignored the 

drug interaction warnings required in 

prescription drug package Inserts and 

some of the more recent scientific liter- 

ature. There was specific comment that 

aluminum ingredients interfere with the 
absorption of tetracycline. 

The Commissioner has reviewed the 
literature citations contdned in Evalu-
ations of Drug Interactiw, 1973, the 
Antacid Panel Report, and the package 
insert labeling for prescription drugs. He 
concludes that there is adequate scien- 
tific evidence that the aluminum com- 
pounds may interfere wlth tetracycline 
and that a drug interaction warnlng 
statement should be required on the labeL 

these products are often used by people 
greatly in excess of the amount recom- 
mended in the label and because con- 
sumers should be alerted to any sig- 
nificant side effect that will affect a sub- 
stantial number of users. No justifica- 
tion was provided for the proposed 15 
percent cut-off level. 

56. There was comment that the pro- 
visions relating to the warnings required 
by 3 331.30(b)(4) formerly 8 130.301(c) 
(4) when the magnesium level exceeds 
50 milliequivalents a day should be re- 
vised to state that they are applicable 
o m  where the level exceeds 150 milli- 

per day' 
The minutes for 

meetings of the Antacid Panel reveal 
that the Panel Initially consldered 150 
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The Commissioner concludes that it 
is important that conshmers understand 
the basis for this warning. Accordingly; 
the final monograph has been revised to 
reauire that this information be con-
tained in a separate labeling section 
headed "Drug Interaction Precautions." 
This will advise consumers of the rea- 
son why these two types of products
should not be used concurrently. The 
manufactu'er is, of course, also free to 
add additional explanatory information 
t~ the effect that use of the product may 
prevent the proper absorption oZ tetra- 
cycline. 

PROFESSIONALLABELING 
59. A number of comments requested 

that the acid neutralizing capacity be 
removed from the labeling for health 
professionals (8 331.31 (a) (1)) (formerly
5 130.305(f) (1) ) because the acid neu- 
tralizing test has undergone numerous 
changes and may not correlate with in 
vivo results. 

For the, reasons already summarized 
above, the Commissioner believes that 
the in vitro test is an excellent means of 
determining effectiveness, which closely 
correlates with in vivo results. Never- 
theless, the Commissioner is concerned 
that confusion could occur in the near 
future if the acid neutralizing capacity 
were required to be in professional 18- 
beling, because of required reformula- 
t i o n ~  and efforts to find an improved in 
vitrb or in vivo standard. The Commis- 
sioner has therefore concluded that man- 
ufacturers will not be required to state 
the acid neutralizing capacity in profes- 
sional labeling until 2 years from the ef- 
fective date of the monograph. This will 
give industry an opportunity to conduct 
all necessary tests and to propose an im- 
proved in vitro test or an in vivo test 
with even greater reliability. 

RULES AND REGULAT.IONS 

61. Another comment supporting the 
use of alginic 'acid as a Category I in-
gredient took exception to the findings 
of the Commissioner in paragraph 25 of 
the tentative final order. First, it was 
stated that, as long as a study shows that 
an antacid/alginic acid combination has 
the same effectiveness as an  antacid 
alone in treating regurgitation and epi- 
gastric gas, the combination product
should be approved. Second, the com-
ment argued that there is incontroverti- 
ble evidence that the alginic acid floats. 
Third, it was proposed that the concern 
of the Antacid Panel about the effec- 
tiveness of the product when a patient is 
in a reclining position can be eliminated 
by including in the labeling directions a 
caution statement stating that the user 
should not recline. Fourth, there was 
comment that an additional study by 
Grossman, A. E., et al., "Reflux Esopha- 
gitis, a Comparison of Old and New 
Medical Management", Journal of the 
Kansas Medical Society, 74: 423-424, 
1973, shows that the combination is 
equivalent to the standard antacid in re- 
lieving regurgitation and epigastric gas. 

The first point deals with a study in 
which the antacid/alginio acid combina- 
tion product shows little difference from 
the antacid alone. Pursuant to 5 330.10 
(a) (4) (iv) (formerly 9 130.301 (a) (4) 
(iv)1, the use of an active ingredient, 
alginic acid, in a combination drug
must be shown to contribute to the effect 
of the product, i.e., thecombination must 
result in a more effective product than 
the antacid alone. The alginic acid has 
no acid neutralizing capacity, and the 
referenced study clearly does not show 
that the alginic acid/antacid combina- 
tion is more effective than an antacid 
alone or that alginic acid contributes to 
the claimed alleviation of symptoms.
Thus, the available data fail to provide 

distinguishable by the subject and the 
dispensing health professional. w e r e  is 
no indication that any effort was made 
to blind the study. The method of eval- 
ulation is explained but it was subjec- 
tive in all subjects unless they had shown 
esophagitis in the initial esophagoscopy. 
Only one-half the patient population 
had shown esophagitis and both the ant- 
acid and antacid/alginic acid group
showed objective improvement in esoph- 
agitis at  the end of the one month study 
period. The study had attempted to 
measure four parameters : (1) Epigas-
tric to retrosternal distress, (2) regur-
gitation, (3) epigastric gas and (4) 
motor symptoms of swallowing. The 
statistical analysis according to the in- 
vestigators showed no significant 
difference in three out of the four com- 
parisons between the antacid and the 
antacid/alginic acid product. The inves- 
tigators also noted that the frequency 
of antacid administration used in the 
study may not have been adequate to 
Droduce' thera~eutic resaonse in all Da- 
tients. The iniestigators also concluded 
that the antacid/alginic acid combina- 
tion "may" be beneficial in patients
with retrosternal or epigastric gas. As 
indicated above, the article reporting the 
study does not meet a number of re-
quirements of § 314.111 (a) (5) (formerly
0 130.12(a) (5) ). The -study does not 
answer the question whether alginic Acid 
is effective alone or in combination in the 
treatment of retrosternal or epigastric
distress. Until well-controlled studies 
are conducted in accordance with 
5 314.111(a)(5) (formerly 8 130.13(a) 
(5) ) to show clinical effectiveness, it will 
not be possible for the Commissioner to 
include this ingredient in the monograph. 

62. There was comment that the use of 
a product containing an antacid and a 
sali~ylate for gastrointestinal symptoms, 
even if accompanied by pain symptoms, 
is not safe. To support the position, ma- 
terial previously provided as a comment 
on the proposal was resubmitted. 

The Commissioner discussed this ma- 
terial in paragraphs 62 through 66 of 
the preamble to the tentative final order. 
No additional data of infoimation were 
submitted. The Commissioner therefore 
reiterates the conclusions stated on this 
matter in the tentative final order. 

The Commissioner notes that all of 
the evidence of safety of an analgesic/ 
antacid combination drug is derived 
from studies and experience with prod- 
ucts intended for administration in solu-
tion. Accordingly, the monograph has 
been modified to limit this combination 
to this type of product. 

63. There was comment that the Com-
missioner in paragraph 66 of the pre- 
amble to the tentative final order had 
failed to evaluate properly an unpub- 
.lished study on an antacid/analgesic
combination. The comment stated that 
the Commissioner erred when he con- 
cluded that there was no statistically
significant increase of blood loss, that 
the blood loss wm not cwcally signiff- 
cant, and that the bleeding resulting 
f roxn an anallesic/mtacid drug response
normally continues for the duration of 
the treatment period The comment 
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adequate evidence that alginic acid con- WITH N;)NANTACID_ACTIVE COMBINATIONS tributes to the effectiveness of the
INGREDIENTS 

60. There was comment that alginic 
acid is effective for the treatment of re- 
flux esophagitis. An article by McHardy, 
G. and L. Balart, "Reflux Esophagitis in 
the Elderly, with Special Reference to 
Antacid Therapy", American Geriatrics 
Society, 20: 293, 1972 concerning a sum- 
mary of 100 patient case reports was 
cited as support for this comment. 

The Commisdoner notes that even the 
comment admits that alginic acid is not 
a potent antacid and that its unusual 
characteristic of floating is the factor 
that may aid in the management of pa- 
tients with esophagitis. The Commls-
sioner rejected this comment in para- 
graph 25 of the preamble to the tentative 
final order, and no significant new or 
additional data or information have been 
submitted. This ingredient is not suf-
ficiently effective to meet, by itself, the 
requirements for effectiveness set out in 
the final order. The problem continues to 
be that no well controlled studies have 
been submitted demonstrating that al- 
ginic acid is otherwise clinically effective 
in combination with an effective antacid. 
Until such studies are available, alginh 
acid will not be included in the antacid 
monograph 
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product.
The second point deals with whether 

floating, by itself, constitutes effective- 
ness. No scientific evidence has been sub- 
mitted to show that floating is in any 
way related to clinical effectiveness, 
and in view of the study showing a lack 
of clinical effectiveness of alginic acid 
it is doubtful whether such proof can be 
obtained. 

The third point referred to the fact 
that reclining may reduce the effective- 
ness of a floating product. The Com- 
missioner concludes that consideration 
of any proposed warning or other label- 
ing is properly deferred until studies are 
conducted to determine the clinical 
effectiveness of a floating alginic acid/ 
antacid combination drug and its rela- 
tionship to the position of the patient. 

There is no indication in the article 
that the- subjects were assigned so as 
to eliminate bias nor to assume compar-. 
ability in the test group and control of 
pertinent variables such as duration of 
disease, age and sex, The most critical 
issue was the failure to minimize bias on 
the part of the subject and observer 
because the control in the study was a 
commercially available antacid that had 
different ingredients and would be easily 
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stated that, based on the incorrect eval- 
uation of this study, the Commissioner's 
conclusion should be reversed. 

The Commlssioner has again reviewed 
this matter and has determined that his 
evaluation of the deficiencies in the 
study cited in thk comment are correctly 
explained in paragraph 66 of the we- 

- amble to the tentative final order. First, 
. the statistical significance of the differ- 

ences In bleeding shown in that study is 
in dispute, and in any event is not the 
important issue. The important question 
bearing on safety is the medical signlA- 
oance of the amount of bleeding shown 
in the study. Second, the amount of blood 
loss shown is not clinically significant 
(Matsumoto, K. K. and M. I. Grossman. 
"Quantitive Measurement of Gastro-
intestinal Blood Loss During Ingestion of 
Aspirin," Proceedings of the Society for 
Experimental Biology and Medicine. 102: 
517-519, 1959) and is within the range 
of blood loss found in normal individ- 
uals (Danhof, I. E., "Blood Loss from 
the Gastrointestinal Tract I. Normal 
Occult Loss," Bulletin of the Medical 
Staff of the Methodist Hospital of Dal- 
las, 5: 35-38, 1972). Third, although a 
patient with pathological gastrointes- 
tinal lesions caused by cancer or ulcers 
bleeds irregularly and at widely vary- 
>hg  times from day to day. the avail- 
able evidence supports the conclusion 
thab the blood loss caused in normal 
individuals by salicylate is continuous. 
(Croft. D. N. and P. H. N. Wood. "Gastric 
~ u c o s h  and Susceptibility tb Occult 
Gastrointestinal Bleeding Caused by
AspMn," British Medical Journal I, 137-
141, 1967). Fourth, the single study on 
which the comment relies is not sup- 
ported by substantial other well-con- 
%rolled studies contained In the record. 
Fifth, the record does not contain any 
significant number of case histories of 
such acute bleeding caused by this widely 
marketed 'type of product consumed in 
large quantities by a substantial body of 
the public for many years. If a significant 
medical problem existed it would be ex- 
pected to have been reported by now. 

64. One comment stated that the Food 
and Drug Administration has misinter- 
meted the OTC combination drug golicy 
&s to an antacid/analgesic combination, 
because the policy requires that each in- 
gredient contribute to each effect. The 
comment contended that each ingredi- 
ent in the antacid/analgedc combina-
tion would need to be shown to contribute 
to both effects, e.g., the antacid ingredi- 
ent would also need to be effective for a 
headache. 

The Commissioner advises that the 
comment misinterprets the plain mean- 
ing of the OTC combination policy con- 
tained in 9330.10(a)(4) (iv) (formerly
9 130.301(a)(4) (iv)) and explained in 
paragraphs 63-66 of the preamble to the 
Anal regulations establishing the proce- 
dures for the OTC drug review published 
in the FEDERALREGISTERof May 11, 1972 
(37 FR 9664). The policy states that each 
active ingredient must make a contribu- 
tion to the effect claimed for it, and not 
that-each active ingredient must contrib- 
ute to all effects claimed for the product. ' 

To adopt the approach suggested by the 
comment would require removal of all 
dual purpose combination drugs from 
the market because rational concurrent 
therapy could only be found where all 
the ingredients had the same effects. The 
Commissioner states that this was not 
the intent of the regulation and that 
such a policy 6ould be unreasonable from 
a medical standpoint. 

One person who opposed the combina- 
tion as irrational stated at the public 
hearing that he would concurrently pre- 
scribe an analgesic and an antacid for a 
patient who exhibited the concurrent 
symptoms of acid indigestion and head- 
ache. He stated, however, that he would 
prescribe an analgesic other than a salic- 
ylate, and also expressed concern about 
the fixed dosage contained in existing
antacid/analge& combinations. 

The Commlssioner concludes that this 
comment supports hQ determination 
that an antacid/analgesic combination 
constitutes rationql concurrent therapy. 
Symptoms justifying use of these drugs 
often occur concurrently. The combina- 
tion of these drugs meets each require- 
ment of 9 330.10(a)(4) (Iv) (formerly
9 130.301ta) (4) (iv) ) .The antacid mono- 
graph determines the effective dose for 
the antacid component of thts combi- 
nation, and the internal analgesic mono- 
graph will determine the effectiveness 
dose for the analgesic component. Thus. 
the fixed combination will be within the 
effective dosage range for both ingredi- 
ents when administered concurrently ac- 
cording to the label directions for use. 

The Commissioner notes that the 
safety of analgesic ingredients is cur-
rently being reviewed by the Internal 
Analgesic Panel. The final antacid mono- 
graph provides that any safe and effec- 
tive analgesic, as determined by the in-
ternal analgesic monograph, may be used 
in combination with an antacid for con- 
current analgesic and antacid symp-
toms. Accordingly, the safety, effective 
ness, and appropriate labeling of the 
analgesic component of an antadd/anal- 
gesic combination remains under con-
sideration at this time, and wlll be the 
subject of a further review and determi- 
nation by the Commissioner in accord- 
ance with the procedures specified in 
4.330.10 (fonherly 9 130.301).

65. There was comment that the dos- 
ages of the active ingredients in an an- 
algesb/antacid combination would be 
irrational because of an insufRcient 
amount of antacid or analgedc. The 
comment states that the combination 
provides about one-fourth of the ant- 
acid needed in treating ulcers or hyper- 
secretion. 

The dosage of antacid contained-in the 
combination product must meet the ant- 
acid in vitro test which has beep'desig- 
nated as the standard of effectiveness for 
an  OTC antacid. The Commissioner has 
determined that the cambination ant- 
acid/analgeslc is not appropriate for 
peptic ulcer therapy and h d e r  the final 
monograph it cannot lawfully be pro- 
moted for antacid use alone. Moreover, 
consumer labeling may not lawfully pro- 
mote any antacid for peptic ulcer therapy 

under the final monograph. Accordingly, 
this comment raises issues based on an 
incorrect interpretation of the mono-
graph.

66. There was comment that banning 
combinations for the concurrent symp- 
toms of constipation and acid indigestion 
and yet approving those for the con-
current symptoms of acid indigestion 
and headache was irrational. 

The Comm'issioner concludes that there 
is a significant target population that 
suffers from acid indigesti-6n and head- 
ache at the same time. There was no 
information submitted to M c a t e  that 
this is true with acid indigestion and 
constipation.

67. One comment stated that an ant- 
acid/analgesic combination should not be 
used only as an antacid, ci%ing the Medi- 
cal Letter, 15: 36, April 13, 1973. 

The Commissioner concurs, and the 
labeling for the combination rguired in 
the proposal, the tentative final order, 
and the final order clearly so states. 

68. There was comment at the hearing 
that the response to a questionnaire
mailed to 275 gastroenterologists showed 
that 44 percent replied inaoating that an 
antacid/analgesic tsalicylate) combina- 
tion was irrational. ' The Commissioner concludes that the 
flaws in this mail survey make the re- 
sults unreliable and irrelevant to the 
issues being considered. First, bhe m i l  
survey used an obviously biased ques- 
tionnaire. The questionnare set out quo- 
tations from the rewrt of the Antacid 
Panel that were incomplete and taken 
out of context and thus presented an 
incomplete picture. The results must 
therefore be disregarded as unaccept-
able evidence on whioh to base any de- 
cision. Second, the mail m e y  did not 
include the requirements for a combina- 
tion drug set out in 4 330.10(a) (4) (ivd
(formerly 4 130.301 (a) (4) (iv?) of the 
regulations. Accordingly, there was no 
standard against which to judge the 
appropriateness d the combination in- 
volved. Third, the mail survey included 
no scientiiic data on which the respond- 
ents might base an opinion. The informa- 
tion available to the Commissioner In 
the administrative record of this pro- ,
ceding does not indicate that any of 
the respondents based their conclusions 
upon scientiiic evidence. Fourth, the mail 
suivey did not ask whether' any of the 
respondents had observed gastrointesti- 
nal bleeding that had been proved to be 
causally related to an antacid/analgesic 
combination drug. The information 
available to the Commissioner in the ad- 
ministrative record of this proceeding 
does not indicate that any of the re-
spondents stated that they had found 
any such situation. Fifth, the cou1-K~ have 
ruled that the opinions and anecdotal 
views of physicians are an insufficient 
basis for a decision that a combination 
drug meets the legal and scientific re- 
quirements of the Federal Food, Drug, 
and Cosmetic Act. See Upjohn Company 
v. Finch, 422 P.2d 944 (6th Cir. 1970) 
and Weinberger v. W o n ,  Westcott and 
Running, 412 U.S. 609 (1973). This prin-
ciple applies regardless whether the phy- 
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sicians may approve or disapprove of a 
particular combination drug. Unsub-
stantiated opinion is no substitute for 
well-grounded scientific evidence. Sixth,. 
the mail questionnaire focused upon a 
particular brand of a marketed product 
rather than upon a request for scientific 
evidence relating .to a type of combina- 
tion prug. This reference introduced fur- 
ther subjective factors into the response, 
relating to the labeling and advertising 
for the particular brand product men-. 
tioned, unrelated to the 'scientific and 
medical issues involved. Accordingly, the 
Commissioner concludes that this m-ail 
survey is entitled to little or no weight 
with respect to this matter. 

69. One comment objected to com-
ments made to the Antacid Panel by the 
Assistant General Counsel, Food and 
Drug Division. Department of HEW. and 
to the participation of the ~ssis tant  
General Counsel in this matter because, 
prior to his government em~lovment. he 
had provided legal advice to  a client who 
had manufactured an antacid/analgesic 
combination drug. 

The Commissioner has thoroughly re- 
viewed this matter and has concluded 
that no impropriety has occurred. The 
Assistant General Counsel has stated 
that he had not advised the -company 
involved on any of the issues involved 
in the OTC Review and that he has fol- 
lowed the guidelines for disqualification 
which he established in testimony before 
the Senate Committee on Commerce on 
September 17, 1971, which exceed the 
requirements of the law. A copy of that 
testimony has been included as part of 
the administrative record of this 
proceeding. 

Moreover, the Commissioner reiterates 
that the decision on both the tentative 
final order and this final order with 
respect to the antacid/analgesic combi- 
nation involves medical and scientific 
issues for which he is responsible, and 
not legal issues. The Commissioner ad- 
vises that, in considering the status 
of the combination, his decision has been 
based upon sound scientific evidence and 
reasoning rather than upon theoretical 
possibilities, particularly in light of the 
long marketing history of this type of 
product without any significant reported 
safety problem. The criteria for a com- 
bination drug are established in 8 330.10 
(a)(4) (iv) (formerly 9 130.301(a) (4) 
(iv)) of the regulations in readily-
understandable terms, and the Commis- 
sioner has applied those criteria as they 
are written. The Commissioner and his 
medical advisers have reviewed the ad- 
ministrative record in this proceeding, 
and the Commissioner personally pre- 
sided over the public hearing at  which 
the status of an analgesic/antacid com-
bination drug was a major issue. Thus, 
full responsibility for the decision on 
this matter rests with the Commissioner, 
and not with the Assistant General 
Counsel, the Antacid Panel, or any other 
persona. 

70. There was comment that the pop- 
ulation to whlch the antacid/analaesic 
rombin?tion is directed contains s large 
number of individuals who are a t  an 

RULES AND REGULATIONS 

increased risk from salicylates because 
of underlying diseases. The comment 
conceded that an analgesic and antacid 
would be appropriate treatment' for a 
person with hyperacidity and headache. 

The Commissioner concurs with the 
comment that an antacid and an anal- 
gedc given concurrently would be the 
drugs of choice for a person with hyper- 
acidity and headache. The Commis-
sioner concludes that the data submitted 
support a fixed dosage combination for 
OTC use for this purpose and that in 
fact for many people the combination 
may be safer than taking the individual 
ingredients separately. There is some evi- 
dence that whatever harmful effect may 
result from salicylate may be reduced 
by buffering i t  with an antacid ingredi- 
ent. Such a protective effect could not 
occur unless ingestion is at  least simul- 
taneous and may not occur without prior 
admixture. The Internal Analgesic Panel 
is considering appropriate labeling for 
analgesic ingredients, including'whether 
warnings may be appropriate for sallcy- 
lates to prevent use in situations where it 
could be harmful. 

71. There was comment- that, where 
there is inclusion of a salicylate, a 
warning statement concerning peptic 
ulcer would be appropriate on the 
antacid/analgesic combinktion. 

The Commissioner will not comment 
on this issue at  this time because the In- 
ternal Analgesic Panel is considering ap- 
propriate labeling for analgesic ingredi- 
ents. As already noted above, the Com- 
missioner will address this issue in the 
course of reviewing that Panel's recom- 
mendations. 

72. There was comment that the find- 
ing that an antacid/analgesic combina- 
tion rs irrational for antacid use alone 
should not apply where sodium acetyl- 
salicylate is used in a highly buffered 
solution. 

This matter was fully considered in 
paragraph 64 of the preamble to the 
November tentative final order. To ac- 
cept this comment would be to allow the 
use of a.salicylate in a product that is 
represented only for antacid use. Until 
adequate and well-controlled studies are 
presented to show that a salicylate is ef- 
fective for relief of upper gastrointestinal 
symptoms, i t  would be misleading for a 
product to represent that a salicylate is 
useful for relief, of acid indigestion or 
other symptoms for which antacids are 
effective. 

73. There was comment that data had 
been presented to show that sodium 
acetylsalicylate in a highly buffered solu- 
tion is beneficial in the relief of symp- 
toms of Upper gastrointestinal discom- 
fort. The comment stated that the acetvl- 
salicylate has a therapeutic effecton the 
Inflamed gastrointestinal tissue. and 
that if more data are needed the in- 
gredient should be placed in Category I11 
while the data are being collected. The 
data submitted were derived from ex-
periments in laboiatory animals. They 
included studies showing that aspirin
lessened experimental peritonitis in the 
mouse aria rat in addition to a study in 
cats. These studies indicate that aspirin 

may have an anti-inflammatory effect 
in the viscera. The comment staced that 
additional evidence conclusively &stab- 
lishing the precise role which acetyl- 
salicylate~ play in the relief of upper
gastrointestinal symptoms will require
further development in methodology. 

The Commissioner concludes that this 
data base, limited to studies in labora- 
tory animals, is not adequate evidence to 
allow the use of an antacid claim for a 
salicylate or to justify continued market- 
ing for this use pending f a t h e r  testing. 
There are also other data which indi- 
cate that salicylates may cause gastro- 
intestinal bleeding. It may well be that 
the dosage and method of administration 
determine the effect a salicylate will 
have, but until well controlled studies 
can adequately resolve the issue the 
Commissioner concludes that a product 
containing a salicylate may not be label- 
ed for antacid,use alone. 

74. There was comment that the an- 
acid monograph in § 331.30 (g) (3) 
(formerly 5 130.305(g) (3) ) failed to rec- 
ognize professional labeling for antacid/ 
antiflatulent combinations. 

The comment is correct. A new provi- 
sion has been added to 9 331.31(b) stat- 
ing that an antacid/antiflatulent combi- 
nation may contain the professional
labeling allowed for antacids and anti- 
flatulents, i.e., peptic ulcer and postop- 
erative gas pain. 

75. There was comment that the in- 
active ingredient(s) should. be listed on 
OTC drug labels. 

The Commissioner reiterates the con- 
clusion stated in paragraph 28 of the pre- 
amble to the tentative final order that 
the issue of listing inactive ingredients 
on OTC labels would be considered by the 
National Drug Advisory Committee. This 
matter is inappropriate as a subject mat- 
ter for the individual OTC monomaphs. 
The Federal Food, Drug, and Cosmetic 
Act does not presently permit the Food 
and Drug Administration to require the 
labeling of all inactive ingredients. 

ANTIFLATULENT 

76. There was comment that it was in- 
appropriate to create an antiflatulent 
monograph in the tentative final order 
and that a new call for data should have 
been published. 

The Commissioner is of the opinion 
that it was proper to consider the status 
of the ingredient simethicone since the 
record before him fully addressed the 
issue and opportunity for comment and a 
public hearing cm the matter were pro- 
vided. Paragraph 67 of the preamble to 
the tentative final order stated that any 
other ingredient for consideration as an 
antiflatulent should be submitted to the 
Miscellaneous Internal Panel. 

77. There was comment objecting to 
the limitation of antacid nroducts con- 
taining simethicone to a -ke solely for 
concurrent symptoms of das associated 
with heartburn, sour stomach or acid 
indigestion. The comment requested that 
the monograph ahlow an antacid claim 
alone, even though the product also con- 
tains the antiflatulent ingredient. This 
comment was based on the view that both 
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ingredients have their effect on the same 
organ system for relief of related or often 
indistinguishable symptoms. 

The Commissioner notes that this 
comment raises the issues of what is a 
combination drug and how it shall be 
labeled. Section 330.10(a) (4) (iv) of the 
regulations states that an OTC product 
may cgmbine two or more safe and ef- 
fective active ingredients when each ac- 
tive ingredient makes a contribution to 
the claimed effect(s). Simethicone com- 
bined with an antacid has been adjudged 
safe and effective. Each makes a contri- 
bution to the product's effects, but each 

- ingredient is pharmacologically different 
in -that each has a different mode and 
method of action. The antacid reduces 
$he acid level of the stomach. The si- 
methicone reduces the surface tension 
of the bubbles that are present in the 
stomach allowing them to break up or 
create a larger gas mass which'is more 
easily expelled from the gastrointestinal 
tract, a mechanism of action that is 
wholly different from that of the antacid. 
Since each of these ingredients has an  
lndependent phaqnacologic action of its 
own, they are each marketed commer- 
cially as single ingredients. 

Section 330.10ta) (4) (iv) of the regu- 
lations also states that a combination 
drug shall bear adequate directions for 
use and provide rational concurrent 
therapy for a significant proportion of 
the target population. In paragraph 63 
of the preamble to the Anal procedural 

need only be labeled as an antacid. No 
data were presented to support the com- 
ment. The sole basis for the comment is 
the fact that t@ combination product 
has been marketed as an antacid for 
years and simethicone has a wide margin 
of safety. The purpose of the OTC drug 
review is to evaluate the safety and ef- 
fectiveness and labeling of OTC drug 
products on the basis of scientific evi- 
dence, so that consumers will be able to 
make more rationale OTC drug pur- 
chases. An underlying premise of the 
OTC drug review, and, indeed, of the 
sale of drugs over-the-counter rather 
than on prescription, is that the con-
sumer is capable of making an  intelligent 
choice of a drug product if he posseses 
adequate information about the products 
offered for treatment of specific condi- 
tions or symptoms. To omit the effects 
of an active ingredient from the label is 
inconsistent with, that premise and de- 
feats the very purpose for which the 
OTC drug review has been undertaken. 

The Commissioner notes that a re-
lated question has been raised concern- 
ing -the limitation to be placed on the 
combination product containing antacid 
and analgesic ingredients. There the view 
has been expressed that the combination 
should not be permitted because it is not 
rational therapy for an individual who 
has a condition for which the antacid 
alone is appropriate treatment. The 
Commissioner agrees with that view, but 
has concluded that labeling which clearly 

them both. Even if there were such 
evidence, there would still be no accept- 
able reasons for allowing convenience 
or marketing considerations to prevail 
over the objective of clear and truthful 
labeling by not advising the consumer 
that the product is in fact intended to 
treat two conditions. Finally, the conten- 
tion th'at simethicone may not be harm- 
ful to one who does not need it does not 
support the desired result of not openly 
informing the consumer of the purpose 
of a drug to treat a condition or symp- 
tom which the consumer may not have. 
The goal of clear and truthful labeling 
of OTC drugs is not limited to those sit- 
uations where it is necesdary to avoid ad- 
verse consequences. The consumer 
should always be informed of the purpose 
of an OTC drug so that he can make up 
his own mind to the extent .that his 
knowledge permits. His freedom of choice 
should not be qualified because the man- 
ufacturer assumes that some consum-
ers lack adequate knowledge, or because, 
in the manufacturer's opinion, the choice 
is unimportant.

Based on these considerations, the 
Commissioner concludes that a n  ant-
acid/antiflatulent combination must 
contain both indications. 

78. There was comment that the maxi- 
mum daily dose of simethicone estab- 
lished in the antiflatulent monograph in 
the tentative final order is too low and 
that there are data available showing 
usage a t  much higher dosages under the 
supervision of a physician. 

The Commissioner concurs that the 
dosage used by physicians has exceeded 
600 millimams. but points out that there 
are no data on OTC use of this ingredi- 
ent a t  higher dosages. Because of the 
complete lack of data concerning higher 
OTC dosages the Commissioner has de- 
cided that the daily dose for OTC use 
will be set at  500 milligrams a t  this time 
and that there will be no dosage limita- 
tion on professional labeling.' I f  data are 
presented a t  the Miscellaneous Internal 
Panel to justify changing these dosages, 
appropriate changes will be made. 

79. There was comment that 8 332.30 
(a) (formerly 5 130.306cb)) improperly
allows the manufacturer to use all com- 
monly existing descriptive terms such as 
bloating, flatulence, colic, belching, etc. 
to describe an antiflatulent. 

The Commissioner advises that this is 
an erroneous interpretation of the mono- 
graph. The monograph is not intended to 
allow the use of such words as bloating, 
colic, belching, etc. The monograph al- 
lows use only of the word "antiflatulent" 
or the statement "to alleviate or relieve 
symptoms of gas." Those are the only
terms that can properly be used for OTC 
antifiatulent drugs. 

80. There was comment that endo-
scopic and radioscopic examinations 
should be added ,to the professional
labeling indications for OTC antiflatu- 
lent drugs. 

The Commissioner agrees tihat it fa 
appropriate to add endoscopy as an in-
dication but concludes that there are In-
sufficient data to mpport s rttdlololoefa 

indicates that the combination is to be regulations published in the FEDERAL 
REQISTER of May 11, 1972 (37 F'R 9464)
the explanation was made that "There 
is no sound medical or scientific reason 
to have an active ingredient in a coni- 
plnation unless it makes a contribution 
to the claimed effect." In this case si- 
methicone reduces the gas and the ant- 
acid reduces the acid level of the stomach 
contents. Thus, the target population for 
the combination product must be those 
who have acid indigestion, sour. stomach. 
heartburn and gas. Otherwise, both in- 
gredients would not be necessary. For 
gas alone, simethicone would- be, sm-
cient; and for acid indigestion alone, an 
antacid would be sufficient. 

Section 330.l(a) (4) (v) of the regula- 
tions states that the "Labeling shall be 
clear and truthful in all respects and 
may not be false and misleading in any
particular. It shall state the intended 
uses and results of the product . . ." 
Here, the combination is useful if the 
consumer has both conditions, acid in-
digestion and gas. Failure to include 
both conditions on the label of the prod- 
uct would result in a label that was not 
clear and truthful. If the consumer has 
no gas, he is not part of the target porn-
lation for which the combination is in-
tended. Failure to include both indica- 
tions would mean that the label would 
not inform the consumer of the results 
he could expect, relief from acid indi- 
gestion and gas. 

The comment contends that many
consumers have the need for the antacid 
and antiflatulent together and do not 
realize that both symptoms are present, 
and that for this reason the product 

used only when concurrent symptbrns of 
acid indigestion and headache are pres- 
ent is sumdent to enable the consumer 
to exercise a reasoned judgment as to the 
appropriateness of the combination. Ac- 
cordingly, a combination antacid-anal- 
gesic product must be indicated In its 
labeling and promotion for use solely
for the concurrent symptoms of head- 
ache and acid indigestion. Section 331.15 
(b) [formerly P 130.305(g)(2) 1. 

The Commissioner sees fio basis for 
reaching a, different result with respect 
to a combination of antacid and anti- 
flatulent ingredients. That the concur- 
rent symptoms which that combination 
isintended to treat affect the same organ 
system rather than different systems
does not argue in favor of labeling which 
fails to indicate what b the fact, that 
the combination is intended as therapy 
for two distinct conditions of that one 
system. Similarly, that some consumers 
may be unaware that their discomfort 
is caused by both gas and acid indiges- 
tion rather than just by acid indigestion 
is not a cogent reason for labeling the 
combination only as an antacid any more 
than ,it is a valid basis for representing 
the drug solely as an antiflatulent. There 
is no evidence that consumers univer- 
sally. or even generally, assume that the 
discomfort asiociatedwitb gas and acid 
indigestion together is caused by acid 
indigestion alone, so that pfomoting the 
combination exclusively as an antacid 
would a t  least, provide sufficient infor- 
mation to those sufPering from those two 
concunent symptoms to enable them to 
purchase a pmduct intended to treat 
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indication at this time. Data on the 
latter indication may be submitted to the 
Internal Miscellaneous Panel and will be 
considered as part of that proceeding. 

81. There was cpmment that 8 332.15 
(formerly 9 130.306(e) does not pro-
vide for labeling for health professionals. 

The Commissioner concurs, and a clar- 
ifying sentence has been added as 9 332.31 
(b). 

EFFECTIVEDATEOF MONOGRAPH 
82. There were a number of com-

ments requesting an extension of ,the 
effective date of the ma1 monog'aph 
beyond the 6 months indicated in .the 
p~opos~al,because of the shortages that 
exist in packaging material and the en- 
ergy situation as it affects the OTC drug 
industry. In support of these comments, 
data have been submitted from 15 com- 
panies concerning their ability of re-
label and reformulate. The comments 
requested that, for products where no 
reformulation is necessary, the product 
labeling ordered by the manufacturer 
6 months after the effective date would 
be in compliance, and for those products 
where reformulation is necessary, all 
labeling ordered 18 months after the ef- 
fective date would be in compliance.

After reviewing the data and consid- 
ering the comments the Commissioner 
concludes that it is reasonable to estab- 
lish the following conditions for the ef- 
fective date of the final monograph. The 
effective date of the monograph will be' 
July 5, 1974, with the following excep- 
tions. The effective date for all labeling 
for products not receiving an extension 
of the 'effective date for reformulation 
shall be ~ u n e  5, 1975. Where reformula- 
tion is necessary, and if sufficient data 
and reasons are supplied, the Commis- 
sioner w$ll grant an extension of the ef- 
fective date for reformulation and re-
labeling for up to two years after the 
date of publication in the FEDERAL 
REGISTER. 

The Commissioner has set the above 
effective dates because he concludes that 
most manufacturers can within 12 
months after the date of publication or- 
der new labeling and have their products 
in compliance in the market place. The 
Commissioner believes that the most rea- 
sonable way of dealhg with reformula- 
tion problems is to extend the date for 
compliance of a product where the manu- 
facturer is able to demonstrate that he 
Is having sigqifioant problems in re-
formulation and needs additional time 
to bring his product into compliance. 

Therefore, pursuant to the provisions 
of the Federal Food, Drug, and Cosmetic 
Act (secs. 201, 502, 505, 701, 52 Stat. 
,1040-42 as amended, 1055-56 as amended 
by 70 Stat. 919 and 72 Stat. 948; 21 U.S.C. 
321, 352, 355, 371) and the Adrninistra- 
tive Procedure Act (secs. 4,5, 10, 60 Stat. 
238 and 243 as amended; 5 U.S.C. 553, 
554, 702, 703, 704) and under authority 
delegated to him (21 CFR 2.12Q), and 
based upon the administrative record in 
this proceeding, the Commissioner here- 
by makes the following determinations 
Ij,rsuant th 6 330.10(a) (6) 4 9 )  (for-

, inerly 8 130.301(a> (6)-(9) ) of the condi- 

tions under which. OTC antacid drug
products are not generally recognized as 
safe and effective or are" misbranded 
(Category11).or for which there are in- 
smcient data available to classffy such 
conditions at this time and for which 
further testing must be undertaken to 
justify continued marketing (Category 
111): 
COMMISSIONER'S OF CON-DETERMINATION 

RECOGNIZEDSAFE ORAS AND EFFECTIVE 
ARE MISBRANDED 11),(CATEGORY 

The Commissioner determines that 
the use of antacids under the following 
conditions is unsupported by scientific 
data, and in many instances by sound 
theoretical reasoning. The Commis-
sioner conclude? that the ingredients, 
labeling, and combination drugs involved 
shall not be permitted in interstate com- 
merce effective as of 6 months after pub- 
lication of the final monograph in the 
F~DERAL until scientific testing REGISTER,
supports their use and they are ap-
proved by the Food and Drug Adminis- 
tration by amendment of the monograph 
or by a new drug appllcation. 

A. Active Ingredients. No active in- 
gredients that are not included in the 
monograph or in Category 111have been 
shown by adequate and reliable scien- 
tific evidence to be safe and effective for 
antacid use. 

B. Labeling. I t  is not truthful and ac- 
curate to make clalms or to use indica- 
tions on the package label that the prod- 
uct may directly affect "nervous or emo- 
tional disturbances", "excessive smok-
ing", "food intolerance", "consumption 
of alcoholic beverages", "acidosis", "ner- 
vous tension headaches", "cold symp-
toms", and "morning sickness of preg- 
nancy". since the- relationship of such 
phenoma to gastric acidity is both un- 
proven and unlikely. 

C. Drugs combining antacid and other 
active ingredients. 1. Antacid-analgesic
combinations are irrational for antacid 
use alone and therefore shall not be 
labeled or marketed for such use. There 
is a lack of evidence of effectiveness of 
any analgesic ingredient for any antacid 
indication. 

2. It is not safe and effective concur- 
rent therapy to add an anticholinergic 
ingredient-to an OTC antacid product. 
because optimal use of antacids and anti- 
cholinergic drugs requires independent 
adjustment of dosages of each drug, be- 
cause the addition of an anticholinergic 
drug in a concentration large enough to 
have deteotable pharmacologic effects 
would result in a compound too toxic for 
use in self-medication, and because 
amounts of anticholinergics safe for OTC 
use have not been shown to affect gastric 
secretion or upper gastrointestinal
symptoms. Since elderly persons number 
prominently among antacid users, cyclo- 
plegia and urinary retention induced by 
anticholinergb drugs is a definite risk. 
Thus, a Axed combination of antacid and 
anticholinergic will result, regardless of 
how formulated, In a mixture that ia 
either unsafe or ineffective. 

DITIONS UNDERWHICH OTC ANTACID 
DRUG PRODUCTS ARE NOT GENERALLYnon-antacid laxative ingredient. (Active 

antacid ingredients will be reviewed by 
the OTC Laxative Panel to determine 
whkther they are effective as laxatives at 
higher doses than those used for antacid 
action.) 

4. There are no reliable scientEc data 
showing that the addition of an anti- 
peptic agent to an antacid product in-
creases the product's effectiveness as an 
antacid or is otherwise effective as a 
means of managing upper gastrointesti- 
nal symptoms. No claim for antipeptic 
activity will be considered truthful and 
accurate until it is substantiated both 
by scientifically valid in vitro tests show- 
ing that the antipeptic action is sub-
stantially greater than that of an agent 
with only antacid action (such as sodium 
bicarbonate), and it is proved by studies 
that the antipeptic activity is clinically 
meaningful and therefore contributes 
significantly to the product's effective- 
ness. 

5. The addition of proteolytic agents 
or bile or bile salts to antacid products 
is unsafe. Since pepsin is presumably 
involved in the pathogenesis of peptic
ulcer. the addition of pepsin to antacid 
products may be potentially harmful. 
Since bile and bile salts can damage
gastric mucosa, and since they may be 
involved in the pathogenesis of gastric 
ulcer, these substances should not be 
permitted in antacid products. 

6. The addition of an antiemetic to an 
antacid product is not rational concur- 
rent therapy for a significant portion of 

the target population. 

COMMISSIONER'S DETERMINATIONOTC
OF 

ANTACID DRUG PRODUCT CONDITIONS 
FOR WHICHTHE AVAILABLE DATAARE 
INSUFFICIENT FINALTO PERMIT CLAS-
SIFICATION AT THIS T ~ E(CATEGORY 
111) 

The Commissioner determines that 
adequate and reliable scientific evidence 
is not available at this time to permit 
final classification of the following con- 
ditions of use of OTC antacid drug
products. 

A. Active ingredients. These ingredi- 
ents have either no or negligible antacid 
ttction, and there is inadequate evidence 
of their effectiveness for their non-ant- 
acid action in the relief of upper gastro- 
intestinal symptoms or in their adjuvant 
or corrective properties. Marketing un- 
der these conditions may continue for 
a period of 2 years after the date of 
publication of this determination if the 
manufacturer or distributor of the prod- 
uct promptly undertakes adequate test- 
ing to prove effectiveness, and if any
product that claims to be an antmid 
(i.e., neutralize stomach acid) meets the 
in vitro Sntacid effectiveness standwd 

For the same reasons, it also is not 
safe and effective concurrent therapy to 
combine antacids with sedative-hypnotic 
ingredients.

3. It is not rational concurrent therapy 
for a significant portion of the target 
population for the label to claim that a 
combination product te.g., mineral oil 
and magnesium hydroxide) is to be used 
both as an antacid and as a laxative, if 
the laxative claim is based upon use of a 
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contained in thk monbgraph. Products 
which do not meet both of these require- 
ments shall be subject to the require- 
meets for Category I produck. If testing
is promptly undertaken but data ade- 
quate to prove effectiveness are not sub- 
mitted to the Food and Drug Adminis-
tration within the 2-year period, the 
ingredients listed in this category will 
no longer be permitted, even in a prod- 
uct that meets the in vitro antacid 
effectiveness standard, because of a lack 
of evidence that these ingredients make 
a meaningful contribution to the claimed 
effect for the prodbct. 

1.Alginic acid. Although the ingestion 
of alginic acid-containing products may 
produce a layer of material floating an 
top d the gastric contents, the available 
evidence Is insufficient to demonstrate 
clinical effectiveness. The studies are 
fragmentary, uncontrolled, and few in 
number. No evidence is presented as to 
reproducibility of results. There is in- 
sufficient evidence that alginic acid-con- 
taining antacid products, even if they
do produce a floating layer on top of 
the gastric contents, are clinically bene- 
ficial. Indeed, such evidence as there is 
indicates that these products do not in- 
crease the pH of gastric contents as a 
whole. Since regurgitation of gastric con- 
tents is particularly apt to occur when 
Patients are lying down rather than in 
the upright position, alginic acid-con- 
taining products may be less beneficial 
than a standard antacid which Is more 
likely to increase the p3-I throughout the 
gastric contenls. 

Alginlc acid is safe in amounts usually 
taken orally (e.g., 4 grams per day) in 
antacid products. 

2. Attapulgite (activated). This In-
gredient is safe in the amounts usually 
taken orally in antacid products. 

3. Charcoal, activated. Charcoal is 
presently considered safe in amounts 
usually taken orally in antacid products, 
but study is specifically needed to de-
termine whether the charcoal used con- 
tains benzpyrene or methylcholanthrane 
type carcinogens. Since charcoal-con- 
taining products may decrease absorp- 
tion bf certain oral drugs, the label shall 
bear the following drug interaction pre- 
caution: "Drug Interaction Precautions: 
Do not take this product if you are pres- 
ently talring any prescription drug." 

4. Gastric mucin. This ingredient is 
safe in the amounts usually taken orally 
in antacid products. 

5. Kaolin. Kaolin is safe in amounts 
usually taken orally in antacid products. 
Since kablh affects gastro-intestinal ab- 
sorption, kaolin interferes with the ab- 
sorption of lincomycin, and therefore the 
label shall bear the following drug inter- 
action precaution: "Drug Interaction 
Preoautions: Do not take thls product if 
you are presently taking a prescription 
antibiotic drug contaiMng Iincornycin." 

6. ~Methylcellulose. Methylcellulose Is 
safe in amounts usually taken orally 
e.g, 2 snams per day in antacid 
products). 

7. Pectin. P e c h  is safe in the 
amounts usually taken orany in antacid 
products. 

8. Carbom methylcellulose. Carboxy 
methylcellulose is safe in amounts usu- 
ally taken te.g.. 3 'barns per day) in ant-
acid products. 

B. Labeling. Marketing under the fol- 
lowing labeling conditions may con-
tinue for a period of 2 years after the 
date of publicati~n of this detennina- 
tion subject to the same requirements 
specifled above for the use of Category 
111 ingredients. 

1. OTC products containing ingredi- 
ents listed in Category I or 111 are often 
used to treat symptoms that are not 
known to be related to acidity of gastric 
contents. These products may or may not 
qualify as antacids by the in vitro acid 
neutralizing test. The symptoms include 
"indigestion", "gas", "upper abdominal 
preswure", "full feeling", "nausea", "ex-
cessive erructations", "upset stomach", 
and the like. Some of these symptoms 
are vague, most are poorly understood 
as to pathophysiological mechanism, and 
none has been shown by adequate and 
reliable scientific evidence to be caused 
by or alleviated by changes in gastric 
acidity. 

2. Claims or indications which link 
certain signs and symptoms, such as 
"sour breath". " u ~ ~ e r  wres-abdominal 
sure". "full feeling;< "nausea", "stomach 
distress", "indigestion", "upset stomach". 
and "excessive eructations" with normal 
or hypernormal gastric acidity, are un-
proven since 3he relationship of such 
signs and symptoms to gastric acidity 
is unknown or dubious and there is no 
adequate and reliable scientMc evidence 
to support these claims. Such claims or 
indications encourage the user to draw 
conclusions as to the cause or interme- 
diation of such symptoms, a conclusion 
that even the medical profession is inca- 
pable of drawing at this time. 

3. The evidence currently available is 
inadequate to support the claim that 
such properties as "floating", "'coating", 
defoaming", "demulcent", and "carmin- 
ative" contribute to the relief of upper 
gastrointestinal symptoms. The contin- 
ued use of such claims, or ones closely 
allied to them, requires additional stud- 
ies both to confirm the claimed specific 
action and to demonstrate clinical sig- 
nificance. 

Therefore, pursuant to provisions of 
the Federal Fwd, Drug, and Cosmetic 
Act (secs. 201,502,505,701,52 Stat. 1040- 
42 as amended, 1050-53 as amended, 
1055-56 as amended by 70 Stat. 919 and 
72 Stat. 948; 21 U.S.C. 321, 352, 355, 371) 
and the Administrative Procedure Act 
(secs. 4, 5, 10, 60 Stat. 238 and 243 as 
amended; 5 U.S.C. 553,554,702,703,704) 
and under authority delegated to the 
Commissioner (21 CFR 2.120) and based 
upon the administrative record in this 
proceeding, Title 21 of the Code of Fed- 
eral Regulations is amended by adding 
Parts 331 and 332 (formerly 9 0  130.305 
and 130.306) to Subchapter D to read as 
follows: 

Subpart A-General Provlslons 
8 e C .  
331.1 Swpe. 

Subpart B-Active lngredlents 
831.10 Antacid actlve ingredients 
831.11 LlstLng of speclflc s'ctive ingredients. 
931.16 	 Combinablon with nonantacid active 

ingredients. 
Subpart C-Testing Procedures 

Apparatus and reagents. 
Determination of percent wntribu- 

tion of active ingredients. 
Reagent standardization. 
Temperature standardization 
Tablet disintegration test. 
Preliminary antacid test. 
Acid neutralizing capacity test, 
Test modmcations. 

Subpart WLabeling 
Labeling of antacid products. 
Professional labeling. 

Subpart A-General Provisions 
$331.1 Scope. 

An over-the-counter antacid product 
in a form suitable for oral admiflstra- 
tion is generally recognized as safe and 
effective and is not misbranded i f  it 
meets each of the following conditions 
and each of the general conditions estab- 
lished in 5 330.1 of this chapter. 

Subpart B-Active Ingredients 
5 331.10 Antacid active ingredients. 

(a) The active antacid ingredients of 
the product consist of one or more of the 
ingredients permitted in P 331.11 within 
any maximum daily dosage limit estab- 
lished, each ingredient is included a t  a 
level that contributes at  least 25 percent 
of the total acid neutralizing capacity of 
the product, and the finished product 
contains a t  least 5 mEq. of acid neutral- 
izing capacity and results in a pH of 3.5 
or greater at  the end of the initial 10-
minute period as measured by the 
method established in 6 331.25. The 
method established in 5 331.21 shall be 
used to determine the percent contribu- 
tion of each antacid active ingredie.pt. 

(b) This section does not apply to an 
antacid ingredient specifically ,added as 
a corrective to prevent a laxative or con- 
stipating effect. 
5 331.11 Listing of specific active in-

gredients. 

(a) Aluminum-containing active in- 
gredients : 

(1) Aluminum carbonate. 
(2) Aluminum hydroxide (or as 

aluminum hydroxide-hexitol stabilized 
polymer, aluminum hydroxide-magnesi- 
um carbonate codried gel, aluminum hy- 
droxide-magnesium WsMcate codried 
gel, aluminum-hydroxide sucrose pow- 
der hydrated). 

(3)-~ihydroxyalumlnwnaminoacetate 
and dihydroxyaluminum aminrnetic 
acid. 

(4) Aluminum phosphate, maximum 
daily dosage limit 8 grams. 

(5) Dihydroxyaluminum sodium car-
bonate. 

(b) Bicarbonate-containing active in-
gred.ients: Bicarbonate ion; maximum 
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daily dosage limit 200 mFq. for persons 
up to 60 years old and 100 mEq. for per- 
sons 60 years or older. 

(c) Bismuth-containing active ingre- 
dients: 


(1 Bismuth alumlnate. 

(2) Bismuth carbonate. 
(3) Bismuth subcarbonate. 
(4) ,Bismuth subaallate. 
(5) Bismuth substrate. 
(d) Calcium-containing active in-

gredients: Calcium, as - carbonate or 
phosphate; maximum daily dosage lim-

- i t  160 mEq. calcium (e.g., 8 grams cal- 
cium carbonate). 

(e) Citrate-containing active ingre- 
dients: Citrate ion, as citric acid or salt; 
maximum daily dosage 1 M t  8 grams. 

(f) Glycine (aminoacetic acid). 
(g) Magnesium-containing active In-

gredients: 
(1)Hydrate magnesium aluminate ac- 

tivated sulfate. 
(2) Magaldrate.
(3) Magnesium aluminosilicates. 
(4) Magnesium carbonate. 
(5) Magnesium glycinate. 
(6) Magnesium hydroxide. 
(7) Magnesium oxlde. 
(8) Magnesium trisilicate. 
(h) Milk solids, dried. 
(i) Phosphate-containing active in-

gredients:-
(1) Aluminum phosphate; maximum 

daily dosage limit 8 grams. 
(2) Mono or dibasic calcium salt;

maximum daily dosage limt 2 grams. 
(3) Tricaldum phosphate; maximum 

daily dosage limlt 24 grams. 
(j) Potassium-containing active in- 

gredients: 
(1) Potassium bicarbonate (or. car- 

bonate when used as a component of an 
effervescent preparation) ; maximum 
daily dosage limit 200 mEq. of bicarbon- 
ate ion for persons up to 60 years old 
and 100 mEq. of bicarbonate ion for per- 
sons 60 years or older. 

(2) Sodium potassium tartrate. 
(k) Sodium-containing active ingre- 

dients: 
(1) Sodium bicarbonate (or carbonate 

when used as a component of an effer- 
vescent preparation) ; maximum daily 
dosage limit 200 mq. of sodium for 
Persons up to 60 years old and 100 mEq. 
of sodium for persons 60 years or older, 
and 200 mEq. of bicarbonate ion for 
persons UP to 60 years old and 100 mEq. 
of bicarbonate ion for persons 60 years 
or older. The warning required by
0 330.l(g) concerning overdoses is not 
required on a product conta!ning only
sodium bicarbonate powder. 

(2) Sodium potassiuv tartrate. 
(1) Silicates: 

(1 Magnesium aluminosllicates. 

(2) Magnesium trisilicate. 
(m) Tartrate-containing active ingre- 

dients. Tartaric acid or its salts; 
maximuni daily dosage limit 200 mEq. (15 
grams) of tartrate. 

331.15 	 Combination with nonantacid 
active ingredients, 

(a) An antacld may contain any gen-
erally recognized as safe and effective 
nonantacld laxative Ingredient to cor-

iect for constipation caused'by the ant- 
acid. No labeling claim of the laxative 
effect may be used for such a product. 

(b) An antacid may contdn any gen- 
erally recognized as safe and effective 
analgesic ingredientk), if it is indi-
cated for use solely for the concurrent 
symptoms involved, e.g., headache and 
acid indigestion, and is marketed in a 
form intended for ingestion as a 
solution. 

(c) An antacid may contain any gen- 
erally recognized as safe and effective 
antiflatulent ingredient if it is indicated 
for use solely for the concurrent symp- 
to& of gas associated with heartburn, 
sour stomach or acid indigestion. 

Subpart C-Testing Procedures 
8 331.20 Apparatus and reagents. 

(a) p H  meter, equipped with glass and 
saturated calomel electrodes. 

(b) Magnetic stirrer. 
(c) Magnetic stirring bars (about 40 

mm. long and 10 mm. in diameter).
(d) 50 ml. buret. 

te) Buret stand. 

( f )  100 ml. beakers. 
( g )  250 ml. beakers. 
(h) 10 ml., 20 ml. and 30 ml. pipets

calibrated to deliver. 

(i) Tablet comminuting device. 
(j) A number 20 and 100 U.S. stand- 

ard mesh sfeve. 
(k)Tablet disintegration apparatus. 
(1) 0.1 N, 0.5 N and 1.0 N hydrochlorio

acid. 
(m) 0.5 N sodium hydroxide. 
(n) Standard pH 4.0 buffer solution 

(0.05 M potassium hydrogen phthalate) . 
(0) 95 percent ethaiiol. , 
(p) Distilled Water. 

5 331.21 Determination of percent con- 
tribution of active ingredients. 

To determine the percent contribution 
of an antacid active ingredient, place an 
accurately weighed amount of the ant- 
acid active ingredient equal to the 
amount present in a unit dose of the 
product'into a 250 ml.beaker. If wetting 
is desired, add not more than 5 ml. of 
95 percent ethanol and mix thoroughly 
to wet the sample (ethanol may affect the 
acid neutralizing capacity). Add water 
to a volume of 70-ml. and mix on mag- 
netic stirrer a t  300230 r.p.m. for about 
one minute. Analyze the sample accord- 
ing to the procedure set forth in $331.26 
and calculate the percent contribution of 
the antacid active ingredient in the total 
product as follows: 

Percent contribution= Total mEq. Antacid Active IngredientX 100 
Total mEq. Antacid Product , 

W" 331.22 Reagent standardization. -
Standardize the sodium hydroxide

(NaOH) and Hydrochloric acid (HC1)
solutions according to the procedures in 
the United States P'harmacopeia XVIII 
(NaOH page 1036 and HC1 page 1034) or 
the Official Methods of Analysis of the 
Association of Official Analytical Chem- 
ists, 11th Ed., 1970, (NaOH page 876 and 
HC1 page 873) .' 
1 331.23 Temperature standardization. 

All tests shall be conducted at  25" C f  
3". 
8 331.24 Tablet disintegration test. 

A tablet disintegration test shall be 
performed on tablets that are not to be 
chewed following the procedures de-
scribed fn the United States Pharma- 
copeia XVIII (page 932). If the label 
states the tablet may be swalloded, it 
must disintegrate within a 10-miqute
time limit pursuant to the test procedure 
using simulated gastric fluid test solution 
without enzymes, the United States 
Pharmacopeia XVIII page 1026, -rather 
than water as the immersion fluid. 
8 331.25 Preliminary antacid test. 

(a) pH meter. Standardize the pH 
meter a t  pH 4.0 with the standard- 
bufler and check for proper operation a t  
pH 1with 0.1 N HC1. 

(b) Dosage form testing411 Z iq~ id
sample. Place an accurately weighed 

Copiesmay be obtained from: ~wdclation 
of OfacIal Analytical Chemists, P.O. Box 
640. Benjamin Franglln Btatlon. Washing-
ton, DO 20044. 

(calculate density) and well mixed 
amount of the antacid product equivalent 
to the minimum labeled dosage; e.g., 5 
ml., into a 100 ml. beaker. Add suBcient 
water to obtain a total volume of about 
40 ml. and mix on magnetic stirrer at  
300230 r.p.m. for about one minute. 
Analyze the sample according to the pro- 
cedure set forth in § 331.25. 

(2) Chewable and non-chewable tablet 
sample. Place an accurately weighed 
amount of a tablet composite equivalent 
to the minimum labeled dosage i'nto a 
100 ml. beaker. (The composite shall be 
prepared by determining the average
weight of not less than 20 tablets and 
then comminuting the tablets sufficiently 
to pass through a number 20 U.S. stand- 
ard mesh sieve and held by a number 
100 U.S. standard mesh sieve.) Mix the 
sieved material to obtain a uniform 
sample. If wetting is desired, add not 
more than 5 ml. of 95 percent ethanol 
and mix to wet the sample thoroughly 
(ethanol may effect the acid neutralizing 
capacity). Add water to a volume of 40 
ml. and mix on magnetic stirrer a t  
300+30 r.p.m. for about one minute. 
(Capsules should be tested in the same 
manner using the sieved capsule powder 
as the sample.) Analyze the sample ac- 
cording to the procedure sst forth in 
0 331.25. 

(3) Effervescent sample. P l d e  an 
amount equivalent to the minimum 
labeled dosage into a 100 ml. beaker. Add 
10 ml. water and swirl the beaker nentlv 
while allowing the reaction to sibsld;. 
Add mother 10 ml. of water and swlrl 
the beaker gently. Wash d m  t!he walls 
of the 'beaker with 20 ml. of water md 
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mix on magnetic stirrer a t  300230 r.p.m 
'for about one minute. Analyze the sample 
according to the procedure set forth in 
9 331.25. 

(4) Chewing gum samples with ant- 
acid in coating. Place the number of 
piecas of gum equivalent to the minimum 
labeled dosage in a 100 ml. beaker. Add 
40 ml. of water and mix on magnetic
stirrer a t  300230 r.p.m. for @bout 2 to 
3 minutes. Analyze the sample according 
to the procedure set forth in $ 331.25. 

(c) Test procedure. (1) Add 10.0 ml. 
0.5 N HC1 to the test solution while stir- 
ring on the magnetic stirrer at  300230 
r.p.m. 

(2) Stir for exactly 10 minutes after 
addition d acid. 

(3) Read and record pH. 
(4) If pH is below 3.5, the product shall 

not be labeled as an antacid. If  the pH 
is 3.5 or greater, determine the acid 
neutralizing capacity according to the 
procedure set forth in 9 331.26. 
§ 331.26 Acid neutralizing capacity test. 

(a) pH meter. Standardize the pH
meter a t  pH 4.0 with the standardizing 
buffer and check for proper operation a t  
pH 1wibh 0.1 N HC1. 

(b) 'Dosage form testing-41) Liquid
sample. Place an accurately weighed 
(calculate density) and well mixed 
amount of product equivalent to the 
minimum labeled dosage (e.g., 5 ml., etc.) 
into a 250 rnl. beaker. Add sufficient water 
to obtain s total volume of about 70 
ml. and mix on the magnetic stirrer at  
300t30 r.p.m. for about one minute, An- 
alyze the sample according to the pro- 
cedure set forth in § 331.26. 

(2) Chewable and non-chewable tablet 
sample. Place an accurately weighed
amount of a tablet composite equivalent 
to the minimum labeled dosage into a 
250 ml. beaker. (The composite shall be 
prepared by determining the average
weight of not less than 20 tablets and 
then comminuting the tablets sufRciently 
to pass through a number 20 U.S.stand-
ard mesh sieve and held by a number 100 
U.S.standard mesh sieve. Mix the sieved 
material to obtain a uniform sample.) If 
wetting is desired, add not more than 
5 ml. of 95 percent ethanol and mix to 
wet the sample thoroughly (ethanol may 
effect the acid neutralizing capacity). 
Add water to a volume of 70 ml.and mix 
on magnetic stirrer a t  300230 r.p.m. for 
about one minute. (Capsules should be 
tested in the same manner using the 
sieved capsule powder as the sample.) 
Analyze the sample according to the pro- ' 
cedure set forth in § 331.26. 

(3) Effervescent 	 sample. Place an 
the minimum 

-RULES AND REGULATIQNS 

Assay six pieces of gum individually in 
thefollowing manner. 

(i) Place one piece of gum in a 250 ml. 
beaker and add 50 ml. of water. 

(ii) Pipette in 30.0 ml.of 1.0 N HCI 
and stir on magnetic stirrer at 300&30 
r a m .  

(iii) Stir for exactly 10 minutes after 
addition of acid. 

(iv) Etop the stirrer and remove the 
gum using a long needle or similar 
utensil. 

(v) Rinse the long needle or utensil 
and the gum with 20 ml. of water into 
the sample beaker. 

(vi) Stir for exactly 5 additional 
minutes. 

(vii) Begin titrating immediately and 
in a period of time not to exceed 5 
minutes titrate the excess 1.0 N HCl 
with 0.5 N NaOH to stable pH of 3.5. 

(viii) Check sample solution 10 to 15 
seconds after obtaining pH 3.5 to deter- 
mine that the pH is stable. 

(ix) Average the results of the six in- 
dividual assays and calculate the total 
mEq. based on the minimum labegd 
dosage as follows: 

mEq./plece of gum= (30.0 ml ) (normality
of HCl) - (ml. of NaOH) (normality- of-

mEq./piece of gun%=(30 0 ml ) (normality
dose= (number of pleces of gum in mini- 
mum dosage) X (mEq./piece of gum). 

(c) Acid neutralizing capacity test 
procedure t except chewing gum) . (1)
Pipette 30.0 ml. of 1.0 N HCl into the 
sample solution while stirring on the 
magnetic stirrer at 300-r-30 r.p.m. 

(2) Stir for exactly 15 minutes after 
addition of acid. 

(3) Begin titrating immediately and 
in a period not to exceed an additional 5 
minutes titrate the excess 1.0 N HCl with 
0.5 N NaOH to stable pH of 3.5. 

(4) Check the sample solution 10 to 
15 seconds after obtaining pH 3.5 to 
make sure the pH is stable. 

(5) Calculate the number of mEq. of 
acid neutraUzed by the sample as fol- 
lows: 

Total mEq.= (30.0 mi.) (normality of 
RCl) -(ml. of NaOH) (N of NaOH) . 
Use appropriate factors, i.e., density, 
average tablet weight, etc., to calculate 
the total mEq. of acid neutralized per 
minimum labeled dosage. 
§ 331.29 Test modifications. 
'The formulation and/or mode of ad-

ministration of certain products may re- 
quire modification of this in vitro test. 
Any proposed modiffcation and the data 
to support i t  shall be submitted to the 
Food and Drug Administration for ap- 
proval prior to use. amount equivalent to 

labeled dosage into a 250 ml. beaker. Add 
10 ml. water and swirl the beaker gently 
while allowing the reaction to subside. 
Add another 10 ml. of water and swirl 
the beaker gently. Wash down the walls 
of the beaker with 50 ml. of water and 
mix on magnetic stirrer a t  300230 r.p.m 
for about one minute. Analyze the sam- 
ple according to the procedure set forth 
in 1331.26. 

(4) Sample pnd test procedure for 
chew8ng gum with antacid in coating. 

eliminate dupiicative words or phrases if 
the resulting warning is clear and under- 
standable: 

(1) "Do not take more than (maxi-
mum recommended daily dosage, broken 
down by age groups if appropriate, ex- 
Pressed in units such as tablets or tea- 
spoonfuls) in a 24-hour period, or use 
the maximum dosage of this product for 
more than 2 weeks, except under the 
advice and supervision of a physician." 

(2) For products which cause consti- 
pation in 5 percent or more of persons, 
who take the maximum recommended 
dosage: "May cause constipation." 

(3) For products which cause l a ~ a t i o ~  
in 5 percent or more of persons who take 
the maximum recommended dosage : 
''May have laxative effect." 

(4) For products containing more than 
50 mEq. of magnesium in the recom-
mended daily dosage: "Do not use this 
product except under the advice and 
supervision of a physician if you have 
kidney disease." 

(5) For products containing more than 
5 mEq. sodium in the maximum recom- 
mended daily dose: "Do not use this 
product except under the advice and 
supe~vigonof a physicLan-if you are on a 
sodium restricted diet." 

(6) For products containing more 
than 25 mEq. potassium in the maximum 
recommended daily dose: "Do not use 
this product except under the advice and 
supervision of a physician if you have 
kidney disease." 

(7)  For products containing more than 
5 gm per day lactose in a maximum 
daily dosage: "Do not use this product 
except under advice and supervision of a 
physician if you are allergic to milk or 
milk oroducts." 

( c j  Drug interaction precautions. The 
labeling of the product contains the fol- 
lowing- drug interaction precautions,
under the heading "Drug Interaction 
Precautions" : 

(i) If the product is an alumlnum con- 
taining antacid: "Do not take this prod- 
uct if you are presently taking a pre-
scription antibiotic drug containing any 
form of tetracycline." 

(d) Directions for use. The labeling of 
the product contains the recommended 
dosage, under the heading "Directions". 
per time interval (ex., every 4 hours) or 
time period (ex., 4 times a day) broken 
down by age groups if appropriate, fol- 
lowed by "or as directed by a physician." 

(e) Statement of sodium containing 
ingredients. The labeling of the product 
contains the sodium content per dosage 
unit (e.g., tablet, teaspoonful) if it is 
0.2 mEq. ( 5 mg.) or higher. 

331.31 $3 Professional labeling.
(a) Thelabeling of-the product pro- 

vided to health professionals (but not 
to the general public) : 

(1) Shall after June 4, 1976 contain 
the neutralizing capacity of the product 
as calculated using the procedure set 
forth in 9 331.26 expressed in t e r n  of 
the dosage recommended per ininimum 
time interval or, if the labeling recom- 
mends more than one dosage, in terms 
of the minimum dosage recommended 

Subpart &Labeling , 

1 331.30 ~abel i&of antacid products. 
(a) Indications. The labeling of the 

product represents or suggests the prod- 
uct as an "antacid" to alleviate the fol- 
lowing symptoms: "Heartburn," "sour 
stomach," and/or "acid indigesti~n.~' 

(b) Warnings. The labeling of the 
product contains the following warnings, 
under the heading "Warnings", which 
may be combined but not rearranged to 



per minimum time interval. For compli- 
ance purposes, the value determined by 
the acid neutralizing test a t  any point 
in time shall be a t  ieast 90 percent of 
the 'labeled value. No product shall be 
marketed with an acid neutralizing ca- 
pacity below 6 mEq. 

(2) May contain an indication for the 
symptomatic relief of hyperacidity asso- 
ciated with the diagnosis of peptic ulcer, 
gastritis, peptic esophagitis, gastric
hyperacidity, and hiatal hernia. 

(b) Professional labeling for an ant- 
acid-antiflatulent combination may con- 
tain the information allowed for health 
professionals for antacids and anti-
flatulents. 

PART 332-ANTIFLATULENT PRODPCTS 
FbR OVER-THE-COUNTER HUMAN USE 

Subpart A--General Provlsions 
8ec. 

332.1 scope. 

Subpart B-Active Ingredients 

832.10 Antlflatulent active ingredients. 
332.16 	 Combination with non-antiflatulent 

active ingredient& 
Subpart C--[Rese~ed] 

Subpart D-Labeling , 

882.30 Labeling of antlflatulent products. 
332.31 Professional labellng. 

Subpart A--General Provisions 
332.1 Scope. 

An over-the-counter antiflatulenb 
product in a form suitable for oral ad- 

RULES AND REGULATIONS 

ministration is generally recognized as 
safe and effective and is not misbranded 
if it meets each of the following condi- 
tions and each of the general conditions 
established in 8 330.1 of this chapter. 

Subpart B-Active Ingredients 
§ 332.10 Antiflatulent active ingredi-

ents. 

Simethicone; maximum daily dose 500 
mg. There is no dosage limitation at  this 
time for professional labeling. 
8 332.15 Combination with non-anti-

flatulent active ingredients. 

An antiflatulent may contain any gen- 
erally recognized as safe and effective 
antacid ingredient(s) if .it is indicated 
for use solely for the concurrent symp- 
toms of gm associated with heartburn, 
sour stomach or acid indlgestion. 

Subpart C-[Reserved] ' 

Subpart D-Labeling 
8 332.30 Labeling of antiflatulent procl- 

ucts. 

(a) Indications. The labeling of the 
produqt represents or suggests the prod- 
uct as an "antiflatulent" and/or "to al- 
leviate or relieve the symptoms of gas!' 

(b) Directions for use. The labeling of 
the product contains the recommended 
dosage per time interval te.g., every 4 
hours) or time period te.g., 4 times 'a  
day) broken down by age groups if ap-
propriate, followed by "except under the 

advice and supervision of a physician."
The words "or as needed" may be used 
after the recommended dosage per time 
interval or time period. 
§ 332.31 Professional labeling. 

(a) The labeling of the product pro- 
vided to health professionals (but not 
to the general public) may contain as 
additional indications postoperative gas 
pain or for use in endoscopic examina- 
tion. 

(b) Professional labeling for an anti- 
flatulent-antacid combination may con- 
tain information allowed for health pro- 
fessionals for antacids and antiflatulents. 

Effective date. This order shall be- 
come effective on July 5. 1974, eftcept 
that all labeling for products not receiv- 
ing an extension of the effective date 
for reformulation shall become effective 
on June 4, 1975, and where reformula- 
tion is necessary and an extension is 
granted shall become effective on June 4, 
1976. The labeling of a product to health 
professionals shall after June 4, 1976, 
contain the neutralizing capacity of the 
product as calculated using the proce- 
dure set forth in 8 331.26. 

Dated: May 29,1974. 

A.M.SCHMIDT, 
Commfssioner of Food and Drugs. 
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